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prehled

KRVOTVORNE KMENOVE BUNKY 1.

(DEFINICIA, IDENTIFIKACIA A REGULACIA)

HEMATOPOIETIC STEM CELLS L

(DEFINITION, IDENTIFIKATION AND REGULATION)

MARKULJAK L.
HEMATOLOGICKE ODDELENIE, NEMOCNICA F. D. ROOSEVELTA, BANSKA BYSTRICA.

Sihrn: Krvotvorné kmetiové bunky (KKB) st predmetom zvySeného zdujmu pre ich biologické vlastnosti a potenciondlne
medicinske vyuzitie. Vyuzitie KKB sa neustéle zvySuje v liecbe roznych malignych a nemalignych ochoreni. Identifikacia a
charakteristika KKB je nevyhnutna pre rozvoj novych postupov v zmnoZeni (expanzii) a transplanticii KKB. Identifikacia a
izolacia KKB je zaloZena na ich biologickych, fyzikalnych, imunologickych a funk¢nych vlastnostiach. V ostatnom ¢ase bolo
objavenych niekolko u¢innych stimulaénych faktorov ako napr. FLT-3 ligand (FL) aStem cell factor (SCF), ktoré st dolezité
v regulacii KKB. LepSie pochopenie regulacnych mechanizmov KKB moZe prispiet k vyvoju novych terapeutickych pristu-
pov réznych zatial nevylieciteInych ochoreni.

KIicové slova: Krvotvorné kmeiové bunky, rastové faktory, identifikacia

Summary: Hematopoietic stem cells (HSC) are a subject of increasing interest because of their biological properties and
potential medical importance. HSC are being increasingly used for treatment of various malignant and nonmalignant disorders.
Identification and characterization of HSC is essential in order to achieve new developements in stem cell expansion and HSC
transplantation. Identification of HSC is based on their biological, physical, immunole and functional properties. Recently
several potent stimulating factors have been discovered e.g. FLT-3 ligand (FL) and Stem cell factor (SCF) that influence HSC
fate. Better understanding of regulatory mechanisms in HSC biology may contribute to the developements of new terapeutical
approaches of various so far incurable disorders.

Key words: Hematopoietic stem cells, growth factors, identification
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PRIMARNI LYMFOMY ZAZIVACIHO TRAKTU IL:
LECBA A PROGNOZA

PRIMARY LYMPHOMAS OF THE GASTROINTESTINAL TRACT II.:
THERAPY AND PROGNOSIS

TOMISKA M., VASOVA 1, ADAM Z, NAVRATIL M., KRAL Z., VORLICEK J.
INTERNI HEMATOONKOLOGICKA KLINIKA FN BRNO

Souhrn: Zv143ni biologické chovani primarnich lymfomi zaZivactho traktu umoZziiuje v mnoha pfipadech tato onemocnéni
1écit jinym zptsobem, neZ je obvykly u nodalnich lymfomi. Fascinujici je zejména tcinek antibiotické 1é¢by infekce Helico-
bacter pylori, ktery vede u lokalizovaného stidia k regresi priméarniho maligniho lymfomu Zaludku u velkého poctu lé¢enych,
aniz by dostavali jakoukoliv protinadorovou terapii. Neobvykle dobrych vysledkt dosahuji lokoregionalni 1é¢ebné postupy.
Radikalni chirurgicky vykon jako jedina terapie vede u mnoha nemocnych k dlouholetym remisim nadorové choroby, i kdyz
v soucasné dobé tato 1é¢ba ponékud ustupuje konzervativnim postuptiim zachovavajicim zaludek. Vybornych vysledki dosa-
huje moderni radioterapie téchto nadort, opét v nékterych piipadech i jako 1é¢ba samotna. Chemoterapie je G¢inna predevsim
u lymfomu vysoké malignity. V n€kterych ptipadech je moZno dobrych vysledkt dosdhnout rliznymi postupy, aniZ dnes muiiZe-
me fici, ktery ma vétsi nadéji na aspéch. U onemocnéni se zv14sté nepfiznivou progndzou se mize uplatnit multimodalitni 1é¢-
ba, nékdy i s vysokodavkovou chemoterapii a transplantaci krvetvornych bunék.

Klicova slova: nehodgkinsky lymfom - zaZivaci trakt - MALT lymfom - Helicobacter pylori - terapie

Summary: Special biology of primary gastrointestinal tract lymphoma offers to use different treatment strategy as compared
to primary nodal disease. What is especially fascinating is the effect of antibiotic therapy of Helicobacter pylori infection that
may lead to complete regression of primary gastric lymphoma in localized stages without any further therapy. Locoregional
therapeutic procedures may be unusually successful in primary gastrointestinal tract lymphomas. Radical resection as the only
therapy may lead to long-lasting remissions of the tumour disease even though stomach conserving procedures currently have
replaced surgery in many institutions. Modern radiotherapy reaches great success in many cases of primary gastrointestinal
tract lymphoma even as the only therapy again. Chemotherapy is the most effective procedure in high grade lymphomas. Some
cases may be treated by different therapies and we are unable to say today what kind of treatment should be prefered. When
treating the patient for disease with highly unfavourable prognosis, combined modality therapy is prefered, sometimes using
high dose chemotherapy with stem cell rescue.

Key words: non-Hodgkin’s lymphoma - gastrointestinal tract - MALT lymphoma - Helicobacter pylori - therapy
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IFOSFAMID V TERAPII DETSKYCH NADOROVYCH ONEMOCNENI
IFOSFAMID IN THE CHILDREN ANTICANCER CHEMOTHERAPY

VALKOVA J.1, KAVAN P2,

'KLINIKA DETSKE ONKOLOGIE FN MOTOL A 2. LEKARSKE FAKULTY UK V PRAZE
2DEPARTMENT OF PEDIATRIC ONCOLOGY, THE MONTREAL CHILDREN’S HOSPITAL

Souhrn: Era chemoterapie d&tskych nadori za¢in v padesétych letech. Od té doby byly u v&tsiny pouZivanych cytostatik prek-
linickymi i klinickymi studiemi pomérné rychle stanoveny vhodné indikace, i¢inné kombinace i standardni davkovéni. Jed-
nim z 1€k, ktery se tomuto schématu vymyka je oxazofosforinova alkyla¢ni latka ifosfamid. Jeho vyhodou ve srovnani s cyk-
lofosfamidem je niZ8i myelosupresivni i¢inek, nevyhodou vétsi urotelidlni toxicita, kterou 1ze minimalizovat poddnim protektivni
latky 2-merkaptoethan sulfonatu. I kdyz fada klinickych studii u dospélych prokézala Siroké spektrum jeho protinddorového
ucinku a ifosfamid je i u déti pouZivan od osmdesatych let, ziistaval jeho vyznam po dlouhé obdobi v pediatricko onkologic-
kych indikacich nejasny. V obdobi poslednich let, kdy zejména u sarkomt kosti byl nepochybné prokazan vztah mezi ddvkou
ifosfamidu a jeho protinddorovym ucinkem, zaznamenal 1ék renesanci pozornosti ze strany farmakologt i kliniki. Ve svém
sdéleni informujeme o sou¢asném pohledu na ddvkovou intenzitu ifosfamidu u rliznych typt nddorovych onemocnéni, Gcin-
nych kombinacich i srovnani podani ifosfamidu a cyklofosfamidu.

Klicova slova: ifosfamid, détska onkologie, ddavka, indikace

Summary: The begining of chemotherapy for children tumors has been started in 1950. Since that time preclinical and clinical
studies established the best indications, useful combinations and standard doses for many cytostatics. Some of these drugs
including oxazaphosphorin alkylating drug ifosfamid are still under research. The major advantage of ifosfamide compared to
cyclophosphamide is lower myelosuppressive effect. Higher urotoxicity, which can be reduced by 2-mercaptoethan sulfonate
application, is a disadvantage. Clinical studies reveal a broad spectrum of indications in adults. However the ifosfamide in
children has been used since eighties, a real efficacy remain. Recently when the relation between ifosfamide dose and
its anticancer effect in children bone sarcomas has been improved, ifosfamide become investigated by pharmacologists and
doctors. A recent view on the ifosfamide administration, dose intensity in different types of pediatric tumors and
pharmacoeconomic comparison between ifosfamide and cyclophosphamide has been described.

Key words: ifosfamide, children oncology, dose intensity, indications
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PROTEIN P53 A PROTINADOROVA TERAPIE
PROTEIN P53 AND ANTI-CANCER THERAPY

KOTALA V.1, ULDRIJAN S.!, NENUTIL R.2, VOJTESEK B.!

'ODDELENI EXPERIMENTALNI ONKOLOGIE, MASARYKUV ONKOLOGICKY USTAV, BRNO
20DDELENI PATOLOGIE, FN-BRNO, PRACOVISTE PORODNICE, BRNO

Souhrn: Protein p53 hraje kli¢ovou roli v inhibici buné¢né proliferace v zavislosti na vlivu riiznych stresovych podminek. Stre-
sem indukovany p53 spousti, podle miry poSkozeni DNA, bud mechanismy vedouci k programované bunécné smrti (apoptoze)
nebo indukuje zastaveni bunééného cyklu. Funkce tohoto proteinu je ovlivnéna fadou mechanismil, k nimz patii zejména muta-
ce ainterakce s buné¢nymi a virovymi onkoproteiny. Vyvoj lidskych nadort byva provazen inaktivaci biochemickych drah regu-
lovanych proteinem p53, nejcastéji mutacemi genu p53. Tyto skutecnosti vedly k navrzeni moznych terapeutickych pfistupi,
vyuZzivajicich metod molekularni biologie, které by byly schopny obnovit ptivodni funkci proteinu p53 v nadorové burice. Tyto
pfistupy mohou v budoucnu znacnou mérou pfispét ke zvyseni efektivity konvencni 1é¢by nddorovych onemocnéni.

Klicova slova: p53, nadorova onemocnéni, terapie

Summary: Protein p53 plays a key role in inhibiton of the cell proliferation in response to various types of stress. The induced
pS3 protein triggers either growth arrest or apoptosis. p53 function is modulated by mechanisms including mutations as well
as interactions with cellular and viral oncoproteins. The development of human cancers is frequently associated with the
inactivation of p53-mediated biochemical pathways. Mutations are the most common mechanism of p53 inactivation in most
human cancers. These findings led to designing of potential therapeutical approaches that using molecular biology methods
reactivate p53 function in tumour cells lacking functional p53. These strategies could enhance the effectiveness of commonly
used cancer therapies.

Key words: p53, cancer, therapy
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puvodni prace

CEFOPERAZON PLUS SULBAKTAM V LECBE FEBRILNI NEUTROPENIE
A INFEKCI U ONKOLOGICKYCH PACIENTU

CEFOPERAZONE PLUS SULBACTAM IN THE TREATMENT OF FEBRILE
NEUTROPENIA AND INFECTIONS IN CANCER PATIENTS

MAYER J., DOUBEK M., RACIL Z., BURGETOVA D.!, BUCHTOVA 1.

INTERNI HEMATOONKOLOGICKA KLINIKA FN BRNO, PRACOVISTE BOHUNICE
10DD. KLINICKE MIKROBIOLOGIE FN BRNO

Souhrn: Vychodisko. NaSe retrospektivni studie byla provedena, abychom si ovéfili i¢innost a bezpec¢nost cefoperazonu se
sulbaktamem (Sulperazonu) v empirické 16¢bé febrilnich stavii uimunokompromitovanych hematoonkologickych nemocnych.
Soubor nemocnych a metodika. Ucinnost Sulperazonu byla analyzovana u Sedesati hematoonkologickych nemocnych 1éce-
nych timto preparatem na naSem pracovisti v obdobi od bfezna 2000 do ¢ervence 2001. U bakterii zachycenych v biologickém
materidlu odebiraném léCenym nemocnym byly provadény testy citlivosti na rtiznd antibiotika vcetn€ Sulperazonu a rovnéz
byla zjiStovéana klinicka tc¢innost antibiotika. Samostatné byly také analyzovéany nélezy z 696 pozitivnich hemokultur u vSech
nemocnych hospitalizovanych na naSem pracovisti v roce 2000. Vysledky. 28 pacienti mélo denni davku Sulperazonu 2 x 2g,
32 nemocnych 3 x 2g. Doba podédvéni Sulperazonu kolisala od 3 do 22 dnfi, primér 9 dnti (medidn 9 dnt). U vétSiny nemoc-
nych byl Sulperazon poddvéan v kombinaci s dal$imi antimikrobialnimi 1éky (vankomycin, kotrimoxazolsol, virostatika, anti-
mykotika a dalsi). 38 nemocnych na poc¢itku terapie Sulperazonem splnilo kritéria febrilni neutropenie. Umrti pacienta na infek-
ci nebylo zaznamenano. Nezadouci u¢inky jednoznacné spjaté s pouZzitim Sulperazonu nebyly pozorovany, ale vzhledem
k charakteristice souboru bylo také obtizné je hodnotit. Gram negativni bakterie pfedstavovaly 19 % zachycenych bakterii,
Gram pozitivni 81 % ze vSech pozitivnich nilezli z hemokultur. Testy citlivosti na antibiotika ukéazaly, Ze 86 % Gram nega-
tivnich bakterii bylo na Sulperazon citlivych (v pfipadé E. coli a Pseudomonas aeruginosa to bylo 100 %). Zdvér. Sulperazon
je vhodnou volbou pro empirickou antibiotickou terapii suspektnich bakteridlnich infekci u hematoonkologickych nemocnych,
at jiz s neutropenii nebo bez ni. Je mozné a ¢asto vhodné jej kombinovat s fadou dalSich antimikrobidlnich latek, ale 1ze jej pou-
Zit i v monoterapii. Sulperazon je klinicky bezpe¢ny a G¢inny.

Klic¢ova slova: cefoperazon, febrilni neutropenie, sulbaktam

Summary: Background. This retrospective study was initiated to assess the efficacy and safety of cefoperazone with
sulbactam (Sulperazon) as an empirical therapy of febrile episodes in immunocompromised haematooncological patients.
Patients and methods. Sixty hematooncological patients treated with Sulperazon at our department between March 2000 and
July 2001 were analysed. The sensitivity tests of strains from isolated bacterias to various antibiotics including Sulperazon were
determined. The efficacy rate of Sulperazon in clinical use was analysed as well. We also analyzed 696 positive findings from
blood cultures from the patients hospitalized at our department in the year 2000. Results. In 28 patients, the daily dose of
Sulperazon was 2 x 2g; in 32 patients, the daily dose was 3 x 2g. The total duration of administration of Sulperazon ranged from
3 to 22 days, with a mean of 9 days (median 9 days). In majority of patients, Sulperazon was administered with other
antimicrobial drugs. In 38 patients, the criteria of febrile neutropenia were completed. No infection related death was observed
in our patients. Adverse reactions unambiguously joined with usage of Sulperazon were not seen. Because of many severely
ill patients studied, the frequency of some mild side effect may be underestimated, however. The Gram negative bacteria
occupied 19 % of strains and Gram positive 81 % of strains from isolated bacteria from blood cultures. The results of
susceptibility tests showed that 86 % of Gram negative bacteria isolates were susceptible to Sulperazon (100 % E. coli and
Pseudomonas aeruginosa). Conclusion. Therapy with Sulperazon represents a suitable choice for empirical antibiotic treatment
of febrile episodes in hematooncological patients. Sulperazon demonstrated clinical safety and efficacy and can be used in
combination with other drugs. It may be used, however, also as a monotherapy.

Key words: cefoperazone, febrile neutropenia, sulbactam
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VCASNA DIAGNOSTIKA KARCINOMU PROSTATY AKTIVNYM VYHLA-
DAVANIM PRIPADOV OCHORENIA

EARLY DETECTION OF PROSTATE CANCER
BASED ON CASE FINDING

BUJDAK, P., NOVOTNY, V., NOVOTNA, B., BREZA, J.
UROLOGICKA KLINIKA LFUK A SPAM, FNSP L. DERERA, BRATISLAVA, SR

Slovenskej Republiky stipa vyskyt a imrtnost na toto ochorenie. Tieto fakty veda k zvySenému zdujmu o v¢€asni diagnostiku.
Zakladné diagnostické postupy pri skriningovych metédach diagnostiky karcinému prostaty sa digitalne rektalne vySetrenie
(DRV) a urc¢enie hladin prostatického Specifického antigénu (PSA). Podozrenie na karciném prostaty sa musi potvrdit histo-
logickym vySetrenim, najlepSie biopsiou prostaty odobratou pomocou bioptickej pistole. Metddy a vysledky: V obdobi od zaci-
atku marca 1997 do konca februdra 2000 autori vySetrili 865 muZov vo veku 50-76 rokov s cielom aktivne vyhladévat paci-
entov s karcinémom prostaty. Ziaden z vySetrenych muzov nemal priznaky dolnych mocovych ciest. U vSetkych pacientov sa
urcila hladina PSA a urobilo sa DRV. V pripade pozitivity jednej z uvedenych metdd nasledovala transrektilna ultrasonogra-
fia (TRUS) a biopsia prostaty pomocou bioptickej piStole.Pozitivny nélez pri DRV malo 25 (2,9 %) pacientov, 103 (11,9 %)
malo zvySené hladiny PSA nad 4,0 ng/ml. Biopsii prostaty sa podrobilo 103 (11,9 %) pacientov. Histologicky sa dokazal kar-
ciném prostaty u 28 (3,2 %)pacientov. V lokalizovanom $§tadiu karcindmu prostaty bolo 15 (53,6 %) pacientov, 5 (17,8 %)
pacientov bolo v $tadiu lokédlne pokrocilého ochorenia a 8 (28,6 %) pacientov malo metastizujtice ochorenie. Zdver: PouZitie
PSA a DRV u asymptomatickych muzov metédou aktivneho vyhladavania pripadov ochorenia viedlo k zvySenej zachytnosti
najmi v¢asnych Stadii karcindmu prostaty, vhodnych na kurativnu lie¢bu.

KTicové slova: Karcindm prostaty, aktivne vyhladdvanie pripadov ochorenia, v¢asnd diagnostika, skrining

Summary: Background: Prostate cancer is a serious health care problem throughout the world. The incidence and mortality
of prostate cancer is still increasing in most western countries. The incidence and mortality of prostate cancer has tendency to
increase also in Slovak Republic. This observation, coupled with the increasing awareness of the importance of prostate cancer
among clinicians, has resulted in increased interest in early detection and screening programs for this disease. A number of
modalities are currently available for prostate cancer early detection and screening. The combination of digital rectal
examination (DRE) and prostate specific antigen (PSA) determination is the basic diagnostic procedure. If suspicion arises
from DRE, increased levels of PSA over 4,0 ng/ml, prostate cancer diagnosis has to be proved histologically. Using the biopsy
gun is considered to be the most appropriate method. Methods and results: The technique of case finding was used in 865 males
aged 50-76 years between March 1997 and February 2000. None of them suffered from lower urinary tract symptoms. PSA
and DRE was determined in everyone. Transrectal ultrasonography (TRUS) and biopsy using biosty gun were performed in
case of positivity of one or both these procedures. Positive DRE had 25 (2.9 %) patients, 103 (11.9 %) had elevated serum PSA
level. 103 (11,9%) patients were biopted. Histologically the prostate cancer was detected in 28 (3,2 %) patients. Organ confined
(localised) prostate cancer was detected in 15 (53.6 %) patients, 5 (17.8 %) patients had locally advanced cancer and 8 (28.6 %)
patients had metastatic disease. Conclusion: Using PSA and DRE in asymptomatic men, which came for any reason to the
physician_s office or are hospitalised could be useful for early detection more organ confined prostatic carcinomas suitable for
curative treatment of the disease.

Key words: Prostate cancer, case finding, early detection, screening




sdeleni

NEKTERE NOVE PRIPRAVKY K PODPURNE LECBE V ONKOLOGII
SOME NEW DRUGS FOR SUPPORTIVE CARE IN ONCOLOGY

KLENER P.
LINTERNI KLINIKA 1.LF UK A VFN, PRAHA

Souhrn: Podptirna 1écba u onkologicky nemocnych je diilezita 1é¢bna modalita, nebot riizné komplikace mohou limitovat G¢in-
ky protinadorové 1éc¢by. V poslednich letech byly do klinické praxe zavedeny nékteré nové pripravky, které mohou ucinnost
podptirné 1écby posilit. Je podan struény pfehled novych antivirovych, antibakteridlnich a antimykotickych pfipravkt. Pokro-
ky jsou téz v 1é¢bé chemoterapii indukovaného zvraceni (inhibitory NK receptorti) a v 1é6¢bé hyperurikémie (urat oxidaza).
K 1é¢bé nadorové bolesti je mozno kromé standardnich prostiedktl pouZit téZ bisfosfonaty a transmukozni formu fentanyl cit-
ratu (Actiq).
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Summary: Supportive care in cancer patients is an important treatment modality, as diferent complications can limit the benefit
of antineoplastic therapy. In recent years some new drugs has been introduced into clinical practice. Brief descriptions of new
antivirals, antibacterials and antimycotics are given. Progress has been made also in the control of chemotherapy-induced
emesis (NK receptor antagonists) and therapy of hyperuricemia (urate oxidase). For cancer-related pain can be used, in addition
to the standard treatment, bispohosphonates and novel sublingual fentany] citrate (Actiq).
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JEDNOTKA INTEGROVANE MAMMARNIDIAGNOSTIKY JAKO ZAKLAD SITE
AKREDITOVANYCH PRACOVIST PRO MAMMARNI SCREENING - PRVNI
ZKUSENOSTI PODLE NOVYCH PRAVIDEL PREVENTIVNIHO PROGRAMU

THE UNIT OF INTEGRATED MAMMARY DIAGNOSTICS AS A BASE

OF THE OF ACCREDITED CENTERS NETWORK FOR BREAST CANCER
SCREENING - THE INITIAL EXPERIENCE ACCORDING TO THENEW RULES
FOR PREVENTIVE PROGRAM

M.SKOVAJSOVA
MAMMA CENTRUM DTC PRAHA

Souhrn: V listopadu 2001- lednu 2002 probéhla v Mamma centru DTC Praha u 1500 Zen pilotni studie, jejimz cilem bylo zod-
povédét nékolik diskutovanych otdzek souvisejicich s pfipravovanym screeningovym programem v Ceské republice. Kolik
bezptiznakovych Zen vyuZije moZnosti preventivniho vySetieni prsu? Je mozno v Siroké praxi uplatnit systém jednodenni nega-
tivni diagnostiky? MuiZe koncept screeningového programu vychézet z fungovani jednotek integrované mammarni diagnosti-
ky? Kolik nemocnych se zhoubnym nadorem a kolik Zen s bezvyznamnym benignim onemocnénim se skryva v , bezptizna-
kové skupiné?*. Ziskané vysledky screeningové Casti projektu zcela odpovidaji vysledktim studii provddénych vjinych zemich.
Preventivni vySetfeni 1500 Zen vedlo k zachytu 11 karcinomu a 92 dalSich benignich mammarnich nilezi. Jednodenni dia-
gnostika v pfipadé negativnich nalezi je na specializovaném pracovisti snadno proveditelnd u vSech klientek, aplnd diagnos-
tika s pfedoperacni biopsii se rovnéZ miZe bez dal§ich obtiZi stit standardem tak, jak jej vyZaduje EUSOMA ( European Soci-
ety of Mastology).

Klicova slova: karcinom prsu, integrovand diagnostika, screening, jednodenni negativni diagnostika.

Summary: The pilot study of breast cancer screening was performed in the Mamma Center DTC Prague in 1500 women within
the three-month period since November 2001 till January 2002. Its aim was to answer several questions discussed in the context
with a recently planned screening programme in the Czech Republic. How many asymptomatic women would take advantage
of the preventive breast examination? Is it possible to introduce the system of one-day-negative diagnostics? Can the concept
of the screening program be based on the newly introduced units of integrated breast diagnostics ? How many women with
malignant tumor or with benign breast disease may be hidden in the so-called asymptomatic group? The results of our pilot
screening project are in full accordance with the studies carried out in other countries. In this feasibility study 11 breast
carcinomas and 92 other benign breast diagnoses were detected among 1500 screened women. One-day diagnosis of the
negative cases is feasible in a specialized units and the complete diagnostics including preoperative biopsy in one site can
become the standard which fulfills the EUSOMA criteria as well.
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