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SUHRN:

Vychodisko:  Metoprolol  je  kardioselektivny  betablokator  bez  vnutornej
sympatikomimetickej  aktivity pouzivany ako antihypertenzivum, antiischemikum
a antidysrytmikum. Cielom  predloZzenej prace bolo porovnat relativhu biologicku
dostupnost’ dvoch pripravkov (Vasocardin, Slovakofarma, vz. Betaloc, Astra) s obsahom 100
mg metoprololu.

Subor a metody: Do sledovania sme zaradili 25 dobrovol'nikov oboch pohlavi, priemerného

veku 23 rokov (19 az 32 rokov), pricom sledovanie ukoncilo 24 (jedna zena bola zo



sledovania vyradena pre kolapsovy stav). Kazdému dobrovol'nikovi sme peroralne podali 1
tabletu Vasocardin 100 mg (Slovakofarma, SR) a po tyzdiilovom wash-out 1 tabletu Betaloc
100 mg (Astra, AB, Sweden) resp. naopak, podl'a randomizacnej tabul’ky.

Na stanovenie plazmatickej koncentracie sa pouzila metdda kvapalnej chromatografie

s fluorescenénym detektorom. Farmakokinetické parametre sa pocitali po¢itacom pomocou
programu PKCALC a PCNONLIN. Biochemické parametre sa merali pristrojom Vitros 250,
fy Johnson and Johnson.

Vysledky: Priemerny ¢as dosiahnutia maximalnej koncentracie bol pri testovanom pripravku
Vasocardin 100 mg Slovakofarma 1,33 hodiny a pri referen¢nom pripravku Betaloc 100
firmy Astra 1,42 hodiny. Priemerna hodnota pol¢asu eliminécie B testované¢ho pripravku

bola 5,42 h a referencného pripravku 5,18 hodiny. Priemerna hodnota C,.x bola

pri testovanom pripravku 160,76 ug.ml” v porovnani s 155,59ug.ml” pri referenénom
pripravku. Priemerna hodnota AUC bola pri testovanom pripravku 1116,6 ug.h.ml™

v porovnani s AUC pri referenénom pripravku 1098,6ug.h.ml™. Priemerna hodnota HVD bola
4.52 h pri testovanom pripravku v porovnani s 4,86 hodin pri referencnom pripravku.

Zaver: Dosiahnuté vysledky porovnania relativnej biologickej dostupnosti dvoch dostupnych
peroralnych pripravkov obsahujucich 100 mg metoprololu (Vasocardin 100 mg
Slovakofarma vz. Betaloc 100 mg, Astra) potvrdzuji bioekvivalenciu porovnavanych

pripravkov.

Klucové slovad: beta-blokatory — metoprolol — relativna biologicka dostupnost’.
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Viera STVRTINOVA: UCINKY AGAPURINU PRI PORUCHACH
MIKROCIRKULACIE /s. 277

SUHRN:

Choroby ciev st rovnako star¢ ako civilizacia sama. Napriek tomu etiopatogenéza chorob
spdsobenych poruchami tepnovej, zilovej ¢i lymfatickej cirkulacie je len ¢iasto¢ne zndma,
preto kauzalna terapia prakticky neexistuje. V poslednom desatroci sa vSak zacina stale viac
hovorit’ o mikrocirkulécii a o jeho ulohe pri vzniku a rozvoji cievnych chordb. Treba si
uvedomit’, ze prave mikrocirkulacia je ta Cast’ cievneho rieciska, kde sa stretava artériovy
systém s venoznym aj lymfatickym systémom. Zd4 sa byt’ preto raciondlne pouzit’ také liecivo,
ktoré by tcinkovalo prave na urovni mikrocirkulacie. Pred viac ako 30 rokmi sa do liecby
ischemickej choroby dolnych koncatin zaviedol pentoxifylin. Ako jeho hlavny G¢inok sa vtedy
udavalo zlepsenie deformabilnosti erytrocytov, a tym aj prietokovych vlastnosti krvi. V
ostatnych rokoch sa vSak zistilo, Ze pentoxifylin ovplyviiuje nielen erytrocyty, ale aj trombocyty
a leukocyty, ako aj ich patologické interakcie s cievnym endotelom. Dnes sa pentoxifylin
(Agapurin) s ispechom pouziva pri tychto indikacidch: 1) ateroskleroticky podmienena
ischemicka choroba dolnych koncatin v II., III. a I'V. §tadiu, 2) vaskulitidy, 3) chronicka
venozna insuficiencia, ulcus cruris.

KPucové slova: pentoxifylin — ischémia dolnych koncatin — mikrocirkulacia —

chronicka vendzna insuficiencia — Agapurin.

Peter JONAS: ACE-INHIBITORY V LIECBE
KARDIOVASKULARNYCH CHOROB  /s. 281



SUHRN:
Latky selektivne zasahujuce do reninového-angiotenzinového systému maja kI'aicova tllohu

v liecbe artériovej hypertenzie, lebo ovplyviiuju cirkulujici i lokalny reninovy-
angiotenzinovy systém a tym sa podiel'aji nielen na tprave krvného tlaku, ale i na regresii
Struktirnych zmien. Reninovy-angiotenzinovy systém je mozné ovplyvnit' na troch
urovniach: inhibiciou reninu (t. ¢. neexistuju klinicky pouzitelné lieky), inhibitormi enzymu
konvertujiceho angiotenzin (ACE-i, najpocetnejsia skupina limitovana neziaducimi
ucinkami), blokatory receptorov angiotenzinu II (vysokoic¢inné s minimom neziaducich
ucinkov). ACE-i predstavuju dnes zakladné lieky v liecbe artériovej hypertenzie bez
organového poskodenia, ale i s pritomnym zlyhanim srdca. ACE-i st plne indikované po
akutnom infarkte myokardu, pri systolickej dysfunkcii l'avej komory a pri mikro-

a makrovaskuldrnych komplikdciach DM alebo pri sucasnej komorbidite s artériovou
hypertenziou. Spirapril ako jeden z reprezentatnov ACE-i svojou farmakokinetikou (24 h
ucinnost’, dve cesty vyluovania), ale i1 klinickymi $tudiami a poznatkami z praxe
predstavuje vysokucéinny a bezpecny inhibitor angiotenzin konvertujiceho enzymu.
Kl iucové slova: Inhibitory enzymu konvertujuceho angiotenzin - spirapril — blokada

receptorov pre angiotenzin II — systém renin-angiotenzin — bradykinin

Milan CHALABALA: INDULONA ® —,,VECNE MLADY PRIPRAVOK%  /s.
285

Kozné choroby, ktorych vznik podmieiiuje pracovny kontakt so Skodlivinami, st
profesiondlne dermatdzy. V pitdesiatych a Sestdesiatych rokoch boli u nds pomerne
Casté medzi chorobami z povolania. Ked’ze jednou z moznosti individualnej prevencie su
pracovné ochranné masti, pasty a krémy, dermatolégovia iniciovali ich vyrobu vo vtedajSich

Lucobnych a armaceutickych zavodoch v Hlohovci. Pri postupnom poklese vyskytu

profesionalnych dermatdz sa topika radu INDULONA® postupne odklafiali od povodnej
uzkej orientacie na ochranu pred typickymi priemyselnymi Skodlivinami a stali sa cenenymi
produktami pre lieCebnu aj vSeobecnu kozmetiku.

V sti¢asnosti sa vyraba osem druhov Indulon, z ktorych typ A je nositelom ich viac ako

patdesiatrocnej tradicie.



KPucové slova:Indulona — dermatdzy — lieCebnd a vSeobecna kozmetika.
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SUHRN:

V stcasnej dobe niet pochybnosti o vyzname podévania acetylsalicylovej kyseliny (ASA) v
sekundarnej prevencii vzniku a rozvoja aterosklerdzy a jej akutnych komplikacii. Vel'mi
nadejné su aj vysledky Studii primarnej prevencie. V sucasnosti je uz dostatok dokazov pre jej
podéavanie u l'udi (muzov aj Zien) s vysokym rizikom vzniku a rozvoja ateroskler6zy, najma
diabetikom a pacientom s dobre kontrolovanou hypertenziou. Acetylsalicylova kyselina
prinasa benefit aj v primarnej prevencii vzniku a rozvoja aterosklerozy u l'udi s inymi
rizikovymi faktormi ako diabetes mellitus a hypertenzia, najmé vo vekovej skupine muzov
nad 45 a zien nad 55 rokov, pred zacatim podavania je vSak potrebné zvazit’ individualne
podiel rizika a benefitu jej podavania. Pre podavanie ASA u zdravych zien s nizkym rizikom
vzniku a rozvoja aterosklerdzy, niet zatial’ dostatok literarnych dokladov. V davkovani je
trend podavat’ nizke davky, ktoré s efektivne a maji vyrazne nizsi vyskyt vedlajsich
neziaducich uc¢inkov.

KlPucové slovad: Acetylsalicylova kyselina — ateroskler6za - primarna prevencia.
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SUHRN :

Autori uvadzaju kazuistiku 15 mesa¢ného chlapca , u ktorého sa podl'a obvyklych kritérii
stanovila diagn6za Kawasakiho choroby. U dietata bolo pritomnych vSetkych 6 zakladnych

klinickych priznakov, z d’alSich patologickych nélezov bola pritomna hepatopatia,



erytrocyturia, vyrazné zapalové markery, trombocytéza, meningizmus, enterocolitida.
Diagnoza bola stanovena 4. deii hospitalizacie, na 7. defi od zaciatku choroby. Zacala sa
lie¢ba IVIG 400 mg/kg/d —celkove 4 dni, kys. acetylsalicylova 100 mg /kg/d, po 4 diioch
pokles teploty, 10. defi hospitalizacie recidiva gastroenteritidy s dva dni trvajicou teplotou
do 39 °C, potom len subfebrilie. 13. den vyrazné oSupovanie koze periungvalne na prstoch
ruk a postupne na dlaniach, o tyzdeii i na nohach. Pozorovat’ trofické zmeny nechtov,
pretrvava syta cerven pier. ECHO nalez na srdci negativny. Postupna uprava laboratornych
parametrov i celkovy ustup klinickych priznakov. Dieta dané do dispenzérneho sledovania
v Detskom kardiologickom centre v Bratislave, zatial' bez dokazov vzniku koronarnych
aneuryziem.

KPuéové slova: Kawasakiho choroba
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SUMMARY

Background: Methoprolol is cardioselective betablocker with no internal sympathicomimetic
activity and is used as antihypertensive, antiischemic and antidysrhythmic drug. The aim of
the paper submitted is to compare a relative biologic availability of the two preparations
(Vasocardin, Slovakofarma, versus Betaloc, Astra) containing 100 mg of methoprolol,
Patients and methods: The follow-up consisted of 25 volunteers of both genders, with mean
age of 23 years (19 up to 32 years), of whom 24 completed the follow-up (one female was
discharged due to collapse). Every volunteer was orally administered 1 tablet of Vasocardin
100 mg (Slovakofarma, SR) and after a week wash-out 1 tablet of Betaloc 100 mg (Astra,
AB, Sweden) or vice versa, according to randomization table.

Fluorescence detector liquid chromatography method was used to assess plasma
concentration. Pharmacokinetic parameters were obtained on computer by the programmes
PKCALC and PCNONLIN. Biochemic parameters were measured by Vitros 250 of the firm
Johnson and Johnson.

Results: The mean time of reaching maximal concentration was 1.33 hrs in the tested
Vasocardin 100 mg Slovakofarma and 1.42 in the reference preparation Betaloc 100, Astra.
The mean value of § elimination half-life of the preparation tested was 5.42 hrs and of the
reference preparation 5.18 hrs. The Cmax mean value was 160.76 pg.ml” in the tested
preparation as compared to 155.59 pg.ml”"  in the reference preparation. The average AUC
value was 1116.6 pg.h.ml™ as compared to that of 1098.6 pg.h.ml™ in the reference
preparation. The mean HVD value was 4.52 in the preparation tested in comparison with 4.86
hrs in the reference preparation.

Conclusion: The results obtained in comparison of relative bioavailability of two available
oral preparations containing 100 mg of methoprolol (Vasocardin 100 mg Slovakofarma

versus Betaloc 100 mg, Astra) confirm bioequivalence of the preparations compared.



Key words: beta-blockers — methoprolol - relative bioavailability
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Viera STVRTINOVA : THE EFFECTS OF AGAPURIN IN DISORDERS
OF MICROCIRCULATION  /p. 277

SUMMARY:

Vascular diseases are as old as the civilization itself. Despite this fact, the etiopathogenesis
of diseases caused by disorders of arterial, venous or lymphatic circulation is known only
partly, accordingly there exists no causal therapy. The last decade has brought about
numerous information about microcirculation and its task in the onset and development of
vascular diseases.

It should be born in mind that microcirculation is the very part of the vascular bed where the
arterial system meets both venous and lymphatic systems.Therefore, it seems to be rational to
use such a drug that would be effective on the microcirculation level. More than 30 years ago
pentoxiphyllin was introduced in the therapy of ischemic disease of lower extremities. At that
time its main effect was reported to improve deformability of erythrocytes, hereby improving
flow-rate properties of the blood. However, in the recent years it was discovered that
pentoxiphyllin affects not only erythrocytes but also thrombocytes, leucocytes and their
pathological interactions with vascular endothelium. Today, pentoxiphyllin (Agapurin) is
succesfully used in the following indications.1) atherosclerotically induced ischemic diseases
of lower extremities in the II., III. and IV. stage, 2) vasculitis, 3) chronic venous

insufficiency, ulcus cruris.

Key words: pentoxiphyllin — ischemia of lower extremities — microcirculation —

chronic venous insufficiency - Agapurin .



Peter JONAS: ACE- INHIBITORS IN THE TREATMENT OF
CARDIOVASCULAR DISEASES /p. 281

SUMMARY::

Substances selectively affecting renin-angiotensin system play a key role in the treatment of
arterial hypertension, because they influence circulating and local renin-angiotensin system
thus participating in both improvement of blood pressure and regression of structural
changes. Renin-angiotensin system can be affected on three levels: by renin inhibition (at
present there are no clinically applicable drugs), by angiotensin converting enzyme inhibitors
(ACE-i, largest group limited by side effects), angiotensin II receptors blockers (highly
effective with minimum of undesirable effects). Nowadays, ACE-i represent

basic drugs in the treatment of arterial hypertension with no organ damage but with present
heart failure. ACE-i are fully indicated after acute myocardial infarction, in left ventricular
systolic dysfunction and in micro- and macrovascular complications of DM or in concurrent
comorbidity with arterial hypertension. Spirapril as one of ACE-i representatives by its
pharmacokinetics (24 hour efficacy, two modes of elimination) and by clinical studies as well
as practical knowledge represents a highly effective and safe angiotensin converting enzyme

inhibitor.

Key words: angiotensin converting enzyme inhibitor — spirapril —

angiotensin II receptors blockers — renin-angiotensin system — bradykinin.

Milan CHALABALA: INDULONA ® - “ EVERGREEN” AMONG
PREPARATIONS /p. 285

SUMMARY:



Skin diseases, whose development is induced by contact with toxic substances, ranks among
professional dermatoses. In the fifties and sixties occupational diseases were quite frequent in
our country. Because protective ointments, pastes and creames are one of the possibilities of
individual protection, dermatologists initiated their manufacturing in pharmaeutical and
chemical factories in Hlohovec. With gradual decrease of the incidence of professional
dermatoses the INDULONA topical preparations extended their original purpose as means of
protection againts typical industrial toxicants, and became valuable products for therapeutic
and general cosmetics.

Currently, more than eight types of Indulona preparations are produced. The type A has more
than 50-year-old tradition.

Key words: indulona — dermatoses — clinical amd general dermatology .

Martin GAJDOS, Fedor POLAK, Gabriela NOSALOVA:
ACETYLSALICYLIC ACID IN PRIMARY PREVENTION OF
ATHEROSCLEROSIS /p. 287

SUMMARY::

Currently there exists no doubt about the significance of administering acetylsalicylic acid
(ASA) in secondary prevention of the onset and development of atherosclerosis and of its
acute complications.The results of the studies of primary prevention are also very promising.
Ample proof exists for its application in humans (males and females) with high risk of onset
and development of atherosclerosis, mainly to diabetics and patients with well controlled
hypertension. Acetylsalisylic acid is beneficial also in primary prevention of the onset and
development of atherosclerosis in patients with other risk factors, such as diabetes mellitus
and hypertension, especially in the age groups of males and females over 45 and 55,

respectively. However, before administering ASA it is necessary to consider its possible risks



and benefits. So far, literature lacks in sufficient evidence as regards ASA administration in
healthy females with low risk of onset and development of atherosclerosis. The trend of
dosing recommends administering low doses that are effective and have a considerably lower

incidence of side effects.

Key words: acetylsalicylic acid — atherosclerosis — primary prevention .
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SUMMARY :

The authors present a case report of Kawasaki disease (KD)which was diagnosed in 15-
month old boy on the basis of the usual criteria. All 6 basic signs and also hepatopathia,
erythrocyturia, laboratory signs of inflammation, thrombocytosis, meningism, enterocolitis
were presented. The diagnosis of KD has been made on 4th day of hospitalization. Therapy
with intravenous gamma globulin was given during 4 days in dose 400 mg/kg/d and
salicylate therapy in dose 100 mg/kg/day. Fever reduced within 4 days. On 10th day
gastroenteritis with fever (39 °C) for two days were occurred. On 13th day desquamation of
skin from fingertips, palms and later from the toetips and soles were occurred. There were
changes of finger-nails and prolongation of dry erythematous fissured lips. There was not
pathological finding on heart seen by echocardiography. The boy recovered completely,
including clinical and laboratory resolution and now he is dispensaring in Pediatric
Cardiology Centre in Bratislava. To this time he is without coronary abnormalities.

Key words: Kawasaki disease.



