Abstrakt

Jatra jsou prvnim orgdnem, ktery pfichdz{ do kontaktu s Zivinami a ci-
zorodymi latkami po jejich vstfebdni ve stfevnim traktu. Diky svému je-
dineénému metabolizmu a schopnosti nékteré ldtky biotransformovat se vyz-
namné podilejf na detoxikaci a vyluéovani skodlivych produkti metabolizmu
i xenobiotik, které organizmus denné pozivd. Poskozeni jater zpisobené xe-
nobiotiky (1éky a chemickymi ldtkami zevniho prostiedi) je klinicky dilezitou
pii¢inou jaternich onemocnéni, a pokud neni véas rozeznané, miize vést az
k jaternimu selhdni. Témet vSechny léky mohou ptisobit hepatotoxicky -
primérné, nebo East&ji sekunddrné, prosttednictvim své promény v toxicky
metabolit, procesem tzv. bioaktivace (Vessey, 1996, Dahm at al., 1996).
Jejich toxické <1’1éinky pfitom napodobuji §iroké spektrum pfirozené se vy-
skytujicich onemocnéni jater u Elovéka, nejcastéji hepatitidu. Diagnéza to-
xického poskozeni jater vyzaduje ptredeviim vysoce pojaté podezieni, de-
tekci konkrétni expozice, a Casto vyplyne az z vylouten{ ostatnich moznych
pfi¢in onemocnéni. Pacienti s potenciondlné nebo prokazané hepatotoxic-
kou medikaci vyzaduji asté a pravidelné monitorovéni jaternich funkei. Te-
rapie je béZné nespecifickd, poskozeni je vétSinou reverzibilni a ustupuje
po promptnim ukonéen{ expozice. Pouze pro intoxikaci acetaminofenem je
k dispozici specifické antidotum. V pifpadé jinak nefeSitelného jaterniho
selhani zlstava nezbytnosti transplantace jater.

Cilem této diplomové préce je piehledné shrnout soucasné znalosti o me-
chanizmech hepatotoxicity, o hepatotoxickych déincich nékterych casto uzi-
vanych 1ékt a moznych preventivnich opatienich.

Abstract

The liver is the first organ that comes into contact with enterally absor-
bed nutrients and xenobiotics. Because of its unique metabolism and ability
of biotransformation it can detoxify and excrete many toxic metabolic by-
products and the toxins ingested daily by the organism. Xenobiotic-induced
hepatic injury is a clinically important etiology of liver disease that, if not
recognized, can lead to hepatic failure. Almost every drug can cause hepa-
totoxicity, mostly secondary to the production of a toxic drug metabolite,
in a process known as bioactivation. Manifestation of drug hepatotoxicity
often resembles a wide spectrum of natural human liver diseases, mostly he-
patitis. The diagnosis requires a high index of suspicion and is often reached



only after the exclusion of other causes of hepatic injury. Patients who take
medications that are known to be (potentially) hepatotoxic, need frequent
and regular monitoring of liver functions. The treatment is often nonspecific,
hepatic injury is mostly reversible and improves after the prompt disconti-
nuation of the drug. A specific antidote is available only for acetaminophen
intoxication. Liver transplantation may be necessary for patients whose liver
failure does not resolve.

The aim of this diploma thesis is to review current knowledge about
the mechanisms of hepatotoxicity, hepatotoxic effects of some frequently used
drugs and possible preventive precautions.



