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prehled

TKANOVA BANKA V ONKOLOGICKEM VYZKUMU - ZAKLADNI OTAZKY
A PREDPOKLADY

TISSUE BANK IN ONCOLOGICAL RESEARCH - BASIC ISSUES
AND PREREQUISITES

°COUFAL O., °ZALOUDIK J., VAGUNDOVA M., SVOBODA M., PACOVSKY Z., *TALAC R.

MASARYKUV ONKOLOGICKY USTAV A °"MASARYKOVA UNIVERZITA, BRNO
*MAYO CLINIC, ROCHESTER, MINNESOTA, USA

Kontakt: ocoufal @med.muni.cz

Souhrn: Vyzkum solidnich nadori se pfesouva od popisu nidorové histomorfologie na molekuldrni droveini a zaméfuje se
zejména na studium prognostickych a prediktivnich faktort. Tak nar@sta poptavka po humannich nddorovych i nenddorovych
tkanich v doprovodu relevantnich klinickych dat. Patologické astavy, které se depozici lidskych tkani rutinné zabyvaji, vSak
maji pro tyto ucely fadu nedostatkd. Vznikaji proto vedle nich tzv. tkafiové banky fidici se ponékud odliSnymi pravidly. Pfi
zavadéni tkanové banky je tieba vytycit zdkladni cile: jaké tkdné, v jakém mnoZstvi a za jakym tc¢elem budou skladovany. Je
nutno zvazit technické aspekty jako vybér darct, odbér, transport, zpracovani a uchovani biologického materialu spolecné se
sbérem pfisluSnych dat. Vedeni tkanové banky musi byt v souladu se souasnymi etickymi principy a nesmi odporovat plat-
nym zakonnym normam. Zahrani¢ni zkuSenosti naznacuji intelektualni i finan¢ni efektivitu téchto projekti, jejichz hlavnim

Klicova slova: tkanova banka — solidni nadory - zpracovani tkdni - skladovéni tkdni — onkologicky vyzkum

Summary: The research of solid tumors has been shifting from the describing histomorphology to the molecular level and
focuses mainly on prognostic and predictive factor studies. This increases demand on human tumor and non-tumor tissues
linked to clinical data. Pathology departments handling human tissues in a usual way are insufficient for these purposes. That
originates establishing tissue banks, which must follow some specific rules. Setting up a tissue bank, it is necessary to set the
main objectives: which specimens will be stored, how many of them and for what purposes. One must consider the technical
aspects, such as choosing donors, specimen removal, transport, processing and storage together with relevant data collection.
Maintaining the tissue bank must follow contemporary ethical principles and must not contradict the law. Experience gained
in this field indicates intellectual and financial effectivness of these projects whose main long-term goal is to increase our
medical knowledge with improvements in cancer patiens treatment.

Key words: tissue bank — solid tumors - tissue processing - tissue storage — cancer research
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PRIMARNI LYMFOMY ZAZIVACIHO TRAKTU:
I. KLASIFIKACE, PATOGENEZE A DIAGNOSTIKA.

PRIMARY LYMPHOMAS OF THE GASTROINTESTINAL TRACT:
I. CLASSIFICATION, PATHOGENESIS AND DIAGNOSTICS.

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

Souhrn: Primarni lymfomy zazivaciho traktu pfedstavuji zvlastni typ nadori, které mohou ziistavat pomérné dlouhou dobu
lokalizovéany v postiZeném orgdnu. Je to charakteristické zejména pro lymfomy vychazejici ze slizni¢ni lymfatické tkané¢ MALT,
jejichz pocatecni stadia jsou Casto zavisla na antigenni stimulaci Helicobacter pylori. Souhrnny ¢lanek popisuje nékteré zvlast-
nosti v patogenezi a klinickém priibéhu onemocnéni a zdiraziiuje potiebu specifického pfistupu k této skupin€ nadora, ktery
se tyka klasifikace, diagnostiky i ur€ovani rozsahu postiZeni, coz pak ma rozhodujici vliv na stanoveni optimalni terapie.

Klicova slova: nehodgkinsky lymfom - zazivaci trakt - MALT lymfom - Helicobacter pylori - diagnostika

Summary: Primary lymphomas of the gastrointestinal tract represent a special type of tumours, that may stay localized for
a long time in the affected organ. This is a special feature of lymphomas arising from mucosa-associated lymphoid tissue, ini-
tial stages of which often depens on antigen stimulation by Helicobacter pylori. This review describes some peculiarities in the
pathogenesis and clinical course of the disease and stresses the need of special approach to the classification, diagnostics and
staging that have greater impact on optimal therapy.

Key words: non-Hodgkin’s lymphoma - gastrointestinal tract - MALT lymphoma - Helicobacter pylori - diagnostics
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puvodni prace

AKUTNI TOXICITA PROVAZEJICI KONFORMNI RADIOTERAPII
KARCINOMU PROSTATY

ACUTE TOXICITY ASSOCIATED WITH CONFORMAL RADIOTHERAPY FOR
PROSTATE CANCER

ODRAZKA K.., VACULIKOVA M.!, PETERA J.!, ZOUHAR M.!, VANASEK J.2, MORAVEK P, ZOUL Z.!,
STEJSKAL J.4, PROSVIC P.3, SKRABKOVA Z.5, KADECKA D.

I Klinika onkologie a radioterapie Fakultni nemocnice Hradec Kralové
2 Radioterapeutické odd&leni Nemocnice Pardubice

3 Urologicka klinika Fakultni nemocnice Hradec Krilové

4 Radioterapeutické oddéleni Nemocnice Jihlava

5 Ustav biofyziky Lékaiské fakulty University Karlovy Hradec Kralové

Abstrakt: Vychodiska a cil: Trojrozmérnd konformni radioterapie (3D-CRT) je i¢innou metodou v 1é¢bé fady malignit. Vyhod-
notili jsme incidenci a prediktory akutni toxicity u pacientii lé¢enych 3D-CRT pro lokalizovany karcinom prostaty. Materidl
a metody: V obdobi od prosince 1997 do ¢ervna 1999 jsme pomoci 3D-CRT Iécili 102 pacientt s T1-T3 karcinomem prosta-
ty. 81 pacientii bylo ozafeno ddvkou 70 Gy (ICRU), zatimco 21 pacientti s T3 tumorem obdrZelo 74 Gy. Klinicky cilovy objem
(CTV) zahrnoval prostatu a bazi semennych vacka (T1, T2) nebo prostatu a celé semenné vacky (T3). Planovaci cilovy objem
(PTV) byl vytvofen pfidanim lemu 10 mm (15 mm kraniokaudéalné) k CTV. Pole byla individudlné tvarovdna pomoci viceli-
stového kolimatoru. Akutni gastrointestindlni (GI) a genitourinarni (GU) toxicita byla hodnocena podle skérovaciho systému
EORTC/RTOG. Zaznamenavali jsme trvani obtiZi po ukonceni radioterapie (<4 tydny versus 24 tydny). Zkoumali jsme vztah
mezi parametry objemovych histogrami (DVH) a akutni toxicitou. Vysledky: VétSina pacientli neméla Zadné nebo pouze mir-
né (stupeni 1) projevy akutni toxicity. Léky ke zmirnéni GI a GU symptomu (stupeti 2) vyzadovalo 29/102 (28.4%), respekti-
ve 12/102 (11.8%) pacientii. Zaznamenali jsme pouze jeden piipad GI toxicity 3. stupné (1.0%). Zavazni GU toxicita (stupefi
3 a4)se vyskytlau 6/102 (5.9%) pacientti. Neprokazali jsme Zadny vztah mezi incidenci a zavaznosti akutni toxicity a vékem,
stadiem, davkou (70 Gy versus 74 Gy), invazivnim vykonem v anamnéze (transuretralni resekce prostaty TURP, transvezi-
kalni prostatektomie pro benigni hyperplazii prostaty TVPE) a panevni lymfadenektomii. Nepozorovali jsme souvislost ani
mezi DVH parametry a akutni toxicitou. Vyznamny vztah byl zaznamenédn mezi trvinim akutni GU toxicity a invazivnim vyko-
nem (TURP nebo TVPE) v anamnéze. ObtiZe pretrvavaly déle nez 4 tydny u 48.0% pacientl s pozitivni anamnézou oproti
26.0% pacienti s negativni anamnézou (p=0.03). Interval mezi TURP/TVPE a zahdjenim radioterapie nemél vliv na GU toxi-
citu. Zavér: Incidence zavaznych akutnich komplikaci byla v naSem souboru pacient pfijatelna. Invazivni vykon (TURP nebo
TVPE) predchdzejici radioterapii byl spojen s prolongovanou akutni genitourindrni toxicitou.

Klic¢ova slova: Karcinom prostaty; Konformni radioterapie; Akutni toxicita

Summary: Background and Purpose: Three-dimensional conformal radiotherapy (3D-CRT) is an effective method in the
management of various neoplasms. We evaluated the incidence and predictors of acute toxicity in patients treated with 3D-
CRT for localized prostate cancer. Materials and Methods: Between December 1997 and November 1999, 102 consecutive
patients with T1-T3 prostatic carcinoma were treated using 3D-CRT. 81 patients were treated with a dose of 70 Gy (ICRU),
while 21 patients with T3 tumors received 74 Gy. The clinical target volume (CTV) included prostate and the base of seminal
vesicles (T1, T2) or prostate and the entire seminal vesicles (T3). A circumferential margin of 10 mm (15 mm superiorly and
inferiorly) was added to CTV to create the planning target volume (PTV). The treatment fields were individually shaped using
a multileaf collimator. Acute gastrointestinal (GI) and genitourinary (GU) toxicity was graded according to EORTC/RTOG
scoring system. Symptoms duration after the completion of radiotherapy (<4 weeks vs. >4 weeks) was recorded. The correlation
between dose-volume histogram (DVH) parameters and the observed acute toxicity was investigated. Results: The majority
of patients experienced no or only mild (Grade 1) acute toxicity symptoms. Medication for GI and GU symptoms (Grade 2)
was required by 29/102 (28.4%) and 12/102 (11.8%) of patients, respectively. Only one case of Grade 3 GI toxicity (1.0%) was
observed. There were 6/102 (5.9%) of patients with severe (Grade 3 and 4) GU toxicity. No relationship was seen between the
incidence and severity of the acute toxicity and age, stage, dose (70 Gy vs. 74 Gy), prior invasive procedure (transurethral
resection of the prostate TURP, transvesical prostatectomy for benign prostatic hyperplasia TVPE), and pelvic
lymphadenectomy. Moreover, no significant differences were recorded between DVH parameters and acute toxicity. There
was a strong relationship between the duration of acute GU toxicity and prior invasive procedure (TURP or TVPE). Symptoms
persisted more than 4 weeks in 48.0% of patients with a positive history compared to 26.0% of patients with a negative history
(p=0.03). The interval between TURP/TVPE and the start of radiotherapy had no impact on GU toxicity. Conclusions: The
incidence of severe acute complications was acceptable in our cohort of patients. A history of invasive procedure (TURP or
TVPE) was associated with prolonged acute genitourinary toxicity.

Key words: Prostate cancer; Conformal radiotherapy; Acute toxicity
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PRIRODZENA POVAHA KARCINOMU OBLICKY
NATURAL CHARACTER OF RENAL CELL CARCINOMA

HORNAK M., HLADIK M., GONCALVES, F.

UROLOGICKA KLINIKA LEKARSKEJ FAKULTY UNIVERZITY KOMENSKEHO,
FAKULTNA NsP AKAD. L. DERERA, BRATISLAVA

Sihrn: Vychodiskd: Zavedenim modernych zobrazovacich metéd (USG, CT) sa zvysil pocet ndhodne diagnostikovaného, tzv.
incidentilneho karcinému oblicky, ktory sa vyskytuje v predklinickom $tadiu. Cielom prace je zistit sposob manifestacie kar-
cinému oblicky, vplyv skorSej diagndzy na spdsob liecby a preZivanie pacientov. Typ Stidie a stibor: V retrospektivnej Studii
sa hodnotilo 196 pacientov s karcindmom oblicky, ktori sa lie¢ili v r. 1996-2000. Metody a vysledky: Pacienti boli rozdeleni
do dvoch skupin podla sposobu manifestacie karcinému oblicky: 1. skupina - pacienti s karcinémom oblicky diagnostikova-
nym na zéklade urologickych a paraneoplastickych priznakov a priznakov z metastdz; 2. skupina - pacienti s ndhodne dia-
gnostikovanym karcindmom obli¢ky. Obe skupiny sa porovnévali vzhladom na charakteristiku pacientov a charakteristiku kar-
cinému. Vysledky tohto stboru sa porovnavali s vysledkami stboru pacientov, ktori sa liecili v rokoch 1981-1995. Sposob
manifestacie karcinému oblic¢ky: urologické priznaky 57 (29,1 %), paraneoplastické priznaky 12 (6,1 %), priznaky z metastaz
6 (3,1 %) aincidentalny ndlez 121 (61,7 %). Histologicky i$lo o karciném obli¢ky v klinickych Stadiach: T1 - 84 (42,9 %), T2
-29 (14,8 %), T3 - 77 (39,3 %) a T4 - 6 (3,1 %). V Case diagnézy boli metastazy pritomné u 26 (13,3 %) pacientov. Liecba:
187 (95,4 %) pacientov podstipilo radikalnu nefrektémiu, 4 (2 %) parcidlnu nefrektémiu a 5 (2,6 %) probatérnu laparotomiu.
U pacientov s incidentalnym karcindmom oblicky najcastejSie dovody k indikacii zobrazovacej metddy boli gastrointestinal-
ne 30 (24,8 %), kardiovaskularne 27 (22,3 %) a urologické ochorenia 26 (21,5 %). Zobrazovacie metddy, ktoré viedli k diag-
noéze incidentdlneho karcindmu oblicky: USG 113 (93,4 %), CT 6 (5 %) a iné 2 (1,7 %). Zavery: Karcindm obli¢ky sa dia-
gnostikoval u 61,7 % pacientov incidentalne. 81 (41,3 %) pacientov malo nador v Stadiu T1 NX MO. Posun do skorSich $tadii
ochorenia doteraz neovplyvnil sposob liecby, ale zniZil imrtnost na karcindm oblicky na Slovensku.

KlIiicové slova: karcindm obli¢ky - incidentdlny nalez

Summary: Background: By applying advanced imaging modalities (USG, CT), occurence of incidentally detected renal cell
carcinoma (RCC) that can be diagnosed in preclinical stage, has increased. The aim of the study is to determine mode of
presentation of RCC, the effect of early diagnosis on choice of treatment and patients survival. Design and subject: In the
retrospective study the documentation of 196 patients with RCC treated in the period 1996-2000 was reviewed. Methods and
Results: Patients were divided in two goups by the mode of presentation of RCC: Group 1 - patients with RCC diagnosed on
bases of urological and paraneoplastic symptoms, and symptoms of metastatic disease; Group 2 - patients with incidentally
detected RCC. Both groups were compared by characteristics of patients and characteristic of tumour. The results of this study
were compared with the results of patients treated during 1981-1995. Mode of manifestation of RCC: urological symptoms 57
(29.1 %), paraneoplastic symptoms 12 (6.1 %), symptoms from metastases 6 (3.1 %) and incidental RCC in 121 (61.7 %) of
patients. Histologically RCC was found in the following clinical stages: T1 - 84 (42.9 %), T2 - 29 (14.8 %), T3 - 77 (39.3 %)
and T4-6 (3.1 %). At the time of diagnosis the metastases were presentin 26 (13.3 %) patients. Treatment: 187 (95.4 %) patients
underwent radical nephrectomy, 4 (2 %) partial nephrectomy and 5 (2.6 %) probatory laparotomy. In patients with incidental
RCC most common reasons for applying advanced imaging methods were gastrointestinal 30 (24.8 %), cardiovascular 27 (22.3
%) and urological 26 (21.5 %) diseases. Imaging methods used for diagnosis of incidental RCC were USG 113 (93,4 %), CT
6 (5 %) and others 2 (1.7 %). Conclusions: RCC was incidentally diagnosed in 61.7 % patients. 81 (41.3 %) patients had the
tumour in stage T1 NX MO. Shift into earlier stages of RCC has not yet affected the mode of treatment, but the mortality from
RCC in Slovakia has decreased.

Key words: renal cell carcinoma - incidental detection
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PERORALNI SUSPENZE MEGESTROL ACETATU V LECBE ANOREXIE
U POKROCILEHO NADOROVEHO ONEMOCNENI

ORAL SUSPENSION OF MEGESTROL ACETATE IN THERAPY
OF ANOREXIA IN ADVANCED CANCER PATIENTS

TOMISKA M.!, KUBESOVA H.!, TOMISKOVA M.2, SALAJKA F.3, VORLICEK J.!

'INTERNI HEMATOONKOLOGICKA KLINIKA FN BRNO, PRACOVISTE BOHUNICE
2 NEMOCNICE TRN BABICE N.SVITAVOU
3 KLINIKA TRN EN BRNO, PRACOVISTE BOHUNICE

Souhrn: Vychodisko: Nova 1ékova forma megestrol acetdtu, peroralni suspenze, miZe byt i¢innym stimulatorem chuti k jid-
Iu u nemocnych s nadorovou anorexif, ktefi trpi poruchou polykani, chronickou nevolnosti a nebo je pro né uZivani vétSiho
mnozstvi tablet jinak obtizné. Typ studie a soubor nemocnych: Autoti hodnoti v prospektivni studii vliv suspenze megestrol
acetatu na kvalitu Zivota a ukazatele nutri¢niho stavu u 19 nemocnych s pokro¢ilymi nadory plic a zaZivaciho traktu, provéze-
nymi kachektizaci, u nichz jiz byly vyCerpany moZnosti protinidorové 1écby. Vysledky: Suspenze megestrol acetitu v jedno-
razové denni davce 480-840 mg podavané rano po dobu 2-12 tydnt byla nemocnymi dobfe tolerovana. Celkova kvalita Zivo-
ta hodnocena dotaznikem QLQ-C30 byla po mésici terapie zlepSena u 60% lécenych. Podle vizudlni analogové $kaly bylo
zlepSeni apetitu signifikantni jiZ po 14 dnech terapie (p = 0,0001) a pfetrvavalo v dal§im prabéhu lécby. Trend ke zvySent téles-
né hmotnosti s medidnem rozdilu +3,4 kg byl patrny po 2 mésicich 1é¢by, kdy mélo 73% nemocnych hmotnost vy$si proti vstup-
ni hodnoté, i kdyZ rozdil nedosahl statistické vyznamnosti. Autofi upozoriiuji na signifikantni pokles ranni kortisolémie pretr-
vavajici po celou dobu 1é€by megestrol acetitem (p=0,0004), ktery ukazuje na privodny ttlum hypothalamo-hypofyzarni osy
arizikorozvoje hypokorticismu v ptipadé soucasného stresu a nebo pti ndhlém vysazeniléku. Zdver: Peroralni suspenze megest-
rol acetatu muze byt efektivni paliativni terapii syndromu nadorové anorexie s kachexii u mnoha nemocnych s velmi pokroci-
lym nddorovym onemocnénim.

Klicova slova: megestrol acetdt - nadorova kachexie - paliativni 1écba

Summary: Introduction: Oral suspension of megestrol acetate may be a useful appetite stimulant in patients with advanced
cancer, where taking larger amount of pills may be unacceptable for a patient. Design of the study: The authors evaluated in
a prospective study the influence of oral suspension of megestrol acetate on quality of life and nutritional status in 19 patients
with far advanced cancer, mostly of lung and gastrointestinal tract locations, all beyond the scope of anticancer treatment.
Results: One daily dose of 480-840mg of megestrol acetate in oral suspension was well tolerated for up to 3 months of therapy.
After one month, overall quality of life according to the QLQ-C30 questionnaire was improved in 60% of treated patients.
Appetite was the most successfully influenced parameter with significant improvement by visual analogue scale after 14 days
of therapy (p=0.0001) and this effect continued during further treatment. There was a trend to the increase of body weight by
the median difference of +3.4 kg after 2 months, with 73% of patients having higher weights than prior therapy (non-
significant). Serum cortisol levels were significantly decreased during megestrol acetate therapy which suggested induction of
adrenal supression that could lead to hypocorticism either in stressed condition or after cessation of medication. Conclusion:
Oral suspension of megestrol acetate may be an effective palliative treatment for many patients with far advanced cancer
suffering from anorexia/cachexia syndrome.

Key words: megestrol acetate - cancer cachexia - palliative therapy
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Semikvantitativni stanoveni mRNA pro thymidylit syntdzu a dihydropyrimidin dehydrogenazu
u kolorektalnich karcinomii: metodické aspekty a vyznam vnitronadorové variability pro urceni
rezistence na fluoropyrimidinova cytostatika

Semiquantitative determination of thymidylate synthase and dihydropyrimidine dehydrogenase
mRNA in colorectal carcinomas: methodical aspects and the impact of intratumoral variability for
the determination of resistance to fluoropyrimidine anticancer drugs

SVOBODA M., ZALOUDIK J., VYZULA R., DOMANSKA 0., KOCAKOVA I, COUFAL O., MALASKA J.

LABORATOR PREDIKTIVNI ONKOLOGIE A KLINIKA KOMPLEXNI ONKOLOGICKE PECE,
MASARYKUV ONKOLOGICKY USTAV A UNIVERZITNI ONKOLOGICKE CENTRUM V BRNE

Souhrn: 5-fluorouracil a pfibuzna fluoropyrimidinova cytostatika jsou nejcastéji pouZzivanymi pfi 16bé gastrointestinalnich
nadori. Bohuzel nddory mnoha pacientil jsou na tato cytostatika rezistentni. Tuto chemorezistenci provazeji zmény v Grovni
exprese gentl kédujicich enzymy pyrimidinového metabolismu v nddorovych butikach. Tyto geny pak mohou slouZit jako pre-
diktory rezistence na cytostatika. Pfedkladand studie ukazuje rozdily v hladinich transkripce genti pro dva kli¢ové enzymy
tohoto metabolismu u postoperativné odebranych vzorkt kolorektalnich nddorti. Hladiny transkripce genu thymidylat syntha-
sy /TS/ jsou u nddorovych bunék obvykle zvySeny oproti kontrolni nenddorové tkani. Medidn pro TS mRNA je za identickych
experimentalnich podminek u nddorti roven 1.55, zatimco u kontrolni mukosy ¢ini pouze 0.9. Hladiny transkripce genu dihyd-
ropyrimidin dehydrogenazy /DPD/ jsou mirné nizsi v nadorové tkani nez v kontrolni nenadorové tkani. Numerické rozdily hla-
din TS mRNA za identickych podminek stanoveni mezi riznymi ¢astmi téhoZ nadoru mohou pfesahnout podle naSich vysled-
kit az 60 %. Metastazy se v expresi mRNA pro TS a DPD vétsinou 1isi od hladin transkripce v primarni nadorové tkani. Pro
dosaZeni vétsi objektivity vysledki by se mély odebirat z nddoru dva vzorky. Kromé toho je vhodné odebirat, pokud je to moz-
né, vzorky z metastaz.

Klic¢ova slova: kolorektalni karcinom, chemoresistence na fluoropyrimidiny, thymidylat syntdza, dihydropyrimidin dehydro-
genaza

Summary: 5-fluorouracil and related fluoropyrimidine drugs are often used for the treatment of gastrointestinal cancers.
Unfortunatelly tumors of some patients are resistant to these drugs. The chemoresistance is associated with changes in the level
of expression of genes coding enzymes for pyrimidine metabolism in tumor cells. These genes can be used as predictors of
chemoresistance to fluoropyrimidine anti-cancer drugs. This study shows the difference between the levels of transcription of
genes for two key enzymes of pyrimidine metabolism in samples from different parts of colorectal tumors. The transcription
levels of thymidylate synthase /TS/ gene are often increased in tumor cells, compared to reference nontumorous tissue. Median
for TS mRNA is 1.55 in cancer tissue compared to 0.9 for control mucosa under identical experimental conditions. The
transcription levels of dihydropyrimidine dehydrogenase /DPD/ are moderately lowered in tumor tissue compared to reference
nontumorous tissue. The difference in numerical value of TS mRNA levels between different parts of the same tumor can vary
by more than 60% under identical conditions of determination. Metastases have usually different mRNA levels of TS and DPD
than the primary tumor tissues. Thus, for the objective results, at least two samples should be collected from every tumor.
Moreover, it is recommended to take samples from metastases if possible.

Key words: colorectal carcinoma, chemoresistence to fluoropyrimidines, thymidylate synthase, dihydropyrimidine dehydro-
genase
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