25A - CYT P450

Elektronovy transport — aktivace kysliku — reakce se substratem.

Retézec elektronového transportu CYT P450 — nutnost redukce ¥ O,
- mikrosomalni, malo specificky, metabolismus xenobiotik
- mitochondrialni — specificky, metabolismus eobiotik (steroidy, MK atd.)

Zékladem hydroxylace, ale vysledkem 1 dehalogenace, deaminace, N- a O-dealkylace,
epoxidace aj. — multifunkéni oxidazy.

Lokalisace v membrané, zdrojem elektront NADPH

F450 Reductase

MADPH

Ty

o wlwinjsisla

Source; Ohkawa er al. 1998



CYT P450 reduktaza — vicefunkéni enzym
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Obsahuje FAD i FMN
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P450 catalytic cycle

ROH
(oxidized substrote)

€ {from NADFH cytochrome
fi 2 PA50 reductase)
H,0
= 3 0,

w
¢ (from either NADPH cvtochrome PA50 reductaze

u* OF cvtochrome bi)

Ptiklad transformace xenobiotika (alifaticka hydroxylace pentobarbitalu)

O

N CoHs CyHs
% CH—(CHy2.CHy CH — Ch;.CH.CH;



Typy premén

Hydroxylace — alifatickd, aromaticka
O- nebo N-dealkylace

Oxidace dvojné vazby

N-oxidace

S-oxidace

Oxida¢ni deaminace

Oxidace alkoholll

Oxidac¢ni dehalogenace

Nomenklatura
CytP450 1A2 rodina — 40% homologie
podrodina — 59%
isoforma
57 lidskych cytP450
Sterols Xenobiotics Fatty Acids Eicosanoids
1B1 1A1 2J2 4F2
7A1 1A2 4A11 4F3
7B1 2A6 4B1 4F8
8B1 2A13 4F12 5A1
11A1 2B6 8A1
11B1 2C8
11B2 2C9
17A1 2C18
19A1 2C19
21A2 2D6
27A1 2E1
39A1 2F1
46A1 3A4
51A1 3A5

3A7

Vitamins

2R1

24A1
26A1
26B1
26C1
27B1

Unknown

2A7
281
2U1
2W1
3A43
4A22
4F11
4F22
4V2
4X1
471
20A1
27C1



Inducibilni enzymy — monitorovani zZivotniho prostredi

XENOBIOCHEMIE

metabolismus cizorodych latek, ti¢ast P450

Interactions médicamenteuses

=enohictigue
RIF

ELIMINATION
CY'Ps,
—* Enzynes de conjugaison
Transporteurs
Metabolicka aktivace xenobiotik v 1. fazi — wvznik reaktivnich sloudenin — toxicita,

kancerogenita aj.



