CHEMOPROTEKTIVNI LATKY

snizuji riziko karcinogeneze riiznymi mechanismy ucinku
(inhibice enzymu, antioxidacni efekty)

prirodni (smési i individualni chemické latky) nebo syntetického
puvodu

priklady chemoprotektivnich slouc¢enin:

dietarni flavonoidy / glykosidy flavonoidu (antioxidanty,
antiestrogeny, modulatory CYP enzymu aj.)

Genistein Genistin
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STUDIUM CHEMOPROTEKTIVNICH VLASTNOSTI XENOBITIK

. Antimutagenita Pozitivhi mutagen
+ testovana latka

detekce : Ames, umu test aj.

. Inhibice enzymu Inhibice CYP1A aktivity
mtabolické aktivace (napf. inhibice EROD
v jaternich mikrosomech
nebo v hepatoma bunkach

. Indukce detoxikacnich Indukce GST, UDPGT
enzymu (2. faze biotransformace) v hepatoma bunkach

. Antioxidacni aktivita Inhibice lipidni peroxidace
Inhibice produkce ROS

Inhibice nékterych enzymu

produkujicich ROS

. Protektivita proti inhibici Modelovy inhibitor GJIC
mezibunééné komunikace + testovana latka
(GJIC)
detekce inhibice GJIC
(napf. v epitelialnich
bunikach WB-F344)

. Antiproliferacni aktivita modelovy mitogen
+ testOané latka

stanoveni parametri proliferace
(inkorporaceznacéeného
thymidinu, poéty bunék apod.)
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AKTIVACE XRE (transkripcni faktor AhR) /
AKTIVACE ARE (transkripcni faktor Nrf2)
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INDUKTORY / INHIBITORY 1. A 2. FAZE BIOTRANSFORMACE
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1, 2-Dithiol-3-thione Sulforaphane (SFP)

(D3T)
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Diallyl sulfide (DAS) Diallyl disulfide (DADS) Diallyl trisulfide (DATS)

B-naphthotlavone (B-NF)

Veterinary Research Institute, Brno, Czech Republic



INDUKTORY / INHIBITORY 1. A 2. FAZE BIOTRANSFORMACE

ChhCh OH

Ethoxyquin (EQ) tert-Butylhydroquinone (BHQ)
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INDUKTORY / INHIBITORY 1. A 2. FAZE BIOTRANSFORMACE

Bifunctional inducer Monofunctional inducer
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PRIKLADY NOVE VYVIJENYCH FARMAK
A STUDOVANYCH PRIRODNICH LATEK

INHIBICE MITOGENNICH DRAH

RETINOIDY A DALSI MODULATORY FUNKCE
TRANSKRIPCNICH FAKTORU

MODULATORY APOPTOZY

INHIBITORY ABC TRANSPORTERU
(3. FAZE BIOTRANSFORMACE)
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INHIBITORY INTRACELULARNICH SIGNALNICH DRAH

U0126 (selektivni inhibitor MEK1/2
= inhibitor drahy Erb-B1 — ras — ERK1/2)

GF 109203 (inhibitor ,klasickych® PKC)
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INHIBITORY INTRACELULARNICH SIGNALNICH DRAH

Indomethacin (selektivni inhibitor
cyklooxygenaz, velmi nizky
efekt na 5-LOX, 12-LOX, 15-LOX)

Nodihydroguaiaretic acid
(NDGA) — selektivné inhibuje
9-LOX > 12-LOX = 15-LOX >>
010).¢
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MECHANISMY PROTEKTIVNICH VLASTNOSTI

RESVERATROLU

OH
RESVERATROL
O .

BRCP Inhibition of CYP1A1
@ (multidrug ABC transporter) ) |\ expression and activity

OH
Creulating Phase enzymes  [neamionof  Phase DI ERIYMES A ddiion of
. — >
Cis-resveratrol xenobiotic (CYPIAL polar group cﬁg! ; buky group
1 Guﬂ"’é?"; 1
'?
Activationof ,*’ Excretion
carcinogen %
DNA Adducts

l

Carcinogenesis

173-Estradiol Dicthylstilbestrol

Veterinary Research Institute, Brno, Czech Republic



MECHANISMY PROTEKTIVNICH VLASTNOSTI
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PREVENCE / BLOKOVANI RAKOVINY PROSTATY
XENOBIOTIKY Z POTRAVY (regulatory bunééného

signalovani a bun. cyklu)
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leading to an autocrine growth loop I_ » Decreased PSA levels
» Prognosis is death

Anti-erbB1 antibody
Phytochemicals
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PREVENCE / BLOKOVANI RAKOVINY PROSTATY
XENOBIOTIKY Z POTRAVY (regulatory bunééného
signalovani a bun. cyklu)
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PREVENCE / BLOKOVANI RAKOVINY PROSTATY
XENOBIOTIKY Z POTRAVY (regulatory bunééného
signalovani a bun. cyklu)
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UCIT SE, UCIT SE, UCIT SE
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