25A - CYT P450

Elektronovy transport — aktivace kysliku — reakce se substratem.

Retézec elektronového transportu CYT P450 — nutnost redukce 72 O,
- mikrosomalni, mélo specificky, metabolismus xenobiotik
- mitochondrialni — specificky, metabolismus eobiotik (steroidy, MK atd.)

Zakladem hydroxylace, ale vysledkem i1 dehalogenace, deaminace, N- a O-dealkylace,
epoxidace aj. — multifunkéni oxidazy.

Lokalisace v membrané, zdrojem elektront NADPH

F450 Reductaze

MADPH

Source; Ohkawa er al. 1998



CYT P450 reduktaza — vicefunkéni enzym

P4 50
Reductase

Squalene = Heme Heme catabolism
MonNooXyJgaendsea oxXygenase

?ﬁnfh?dm-l WAL Rl Drug, xenobiotic metabolism
cholestero 1 P450 Sterol, bile acid synthesis
reductase
Cytochrome
/ b5
Sterol ,]],
hiosynthesis
Desaturase, . _
Elongase Fatty acid metabolism
Obsahuje FAD i FMN

Membrane
anchor



P430 catalytic cycle
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Ptiklad transformace xenobiotika (alifatickd hydroxylace pentobarbitalu)
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Typy premén

Hydroxylace — alifatickd, aromaticka
O- nebo N-dealkylace

Oxidace dvojné vazby

N-oxidace

S-oxidace

Oxida¢ni deaminace

Oxidace alkohol

Oxida¢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
251
2U1
2W1
3A43
4A22
4F 11
4F22
4v2
4X1
41
20A1
27C1



Inducibilni enzymy — monitorovani Zivotniho prostredi

XENOBIOCHEMIE

metabolismus cizorodych latek, ucast P450

Interactions médicamenteuses

=enobiotigue
HIF

ELIMINATION
CYPs,
EHE"_.IHT]ES de ED”JUQaiSDn |
Transporteurs
Metabolicka aktivace xenobiotik v 1. fazi — wvznik reaktivnich sloucenin — toxicita,

kancerogenita aj.



