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Introduction

Reactome is open-source, open access, manually curated and peer-reviewed pathway database. Pathway
annotations are authored by expert biologists, in collaboration with Reactome editorial staff and cross-
referenced to many bioinformatics databases. A system of evidence tracking ensures that all assertions
are backed up by the primary literature. Reactome is used by clinicians, geneticists, genomics research-
ers, and molecular biologists to interpret the results of high-throughput experimental studies, by bioin-
formaticians seeking to develop novel algorithms for mining knowledge from genomic studies, and by
systems biologists building predictive models of normal and disease variant pathways.

The development of Reactome is supported by grants from the US National Institutes of Health (P41
HG003751), University of Toronto (CFREF Medicine by Design), European Union (EU STRP, EMI-CD), and
the European Molecular Biology Laboratory (EBI Industry program).
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Synthesis of epoxy (EET) and dihydroxyeicosatrienoic acids (DHET) ~#

Stable identifier: R-HSA-2142670

The epoxidation of arachidonic acid by cytochrome P450s (CYPs) results in the formation of unique bio-
active lipid mediators termed epoxyeicosatrienoic acids (EETs). Each double bond has been shown to be
susceptible to oxidation, resulting in 5,6-EET, 8,9-EET, 11,12-EET, and 14,15-EET. The majority of the
EET biological activities are diminished by the hydrolysis to the corresponding dihydroxyeicosatrienoic
acids (DHET) (Capdevila et al. 2000, Buczynski et al. 2009, Vance & Vance 2008).
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Arachidonic acid is epoxidated to 5,6-EET by CYP(4) 7

Location: Synthesis of epoxy (EET) and dihydroxyeicosatrienoic acids (DHET)
Stable identifier: R-HSA-2161890

Type: transition

Compartments: endoplasmic reticulum membrane, cytosol
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Several cytochrome P450s (CYPs) convert arachidonic acid to 5,6-epoxyeicosatrienoic acid (5,6-EET). The
CYPs and their references are as follows: CYP1A1, CYP1A2, CYP1B1 (Choudhary et al. 2004); CYP2J2 (Wu
et al. 1996).

Followed by: EET(1) is hydrolysed to DHET(1) by EPHX2
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Arachidonic acid is epoxidated to 8,9/11,12/14,15-EET by CYP(5) 7
Location: Synthesis of epoxy (EET) and dihydroxyeicosatrienoic acids (DHET)
Stable identifier: R-HSA-2161899

Type: transition

Compartments: endoplasmic reticulum membrane, cytosol
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Several cytochrome P450s (CYPs) convert arachidonic acid to 8,9-, 11,12-, and 14,15-epoxyeicosatrienoic
acids (8,9-, 11,12-, 14,15-EETs). The CYPs and their references are as follows: CYP1A1, CYP1A2, CYP1B1
(Choudhary et al. 2004); CYP2C8, CYP2C9 (Rifkind et al. 1995); CYP2C19 (Bylund et al. 1998, Rifkind et al.
1995); CYP2J2 (Wu et al. 1996).

Followed by: EET(1) is hydrolysed to DHET(1) by EPHX2
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EET(1) is hydrolysed to DHET(1) by EPHX2 ~
Location: Synthesis of epoxy (EET) and dihydroxyeicosatrienoic acids (DHET)
Stable identifier: R-HSA-2161961
Type: transition
Compartments: cytosol
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Epoxide hydrolase 2 (EPHX2) hydrolyses 5,6-, 8,9-, 11,12-, and 14,15-epoxyeicosatrienoic acids ("EET(1)")
to their corresponding dihydroxyeicosatrienoic acids ("DHET(1)") (Werner et al. 2002; Gomez et al. 2004).
The majority of the EET biological activities are diminished by this hydrolysis.

Preceded by: Arachidonic acid is epoxidated to 5,6-EET by CYP(4), Arachidonic acid is epoxidated to
8,9/11,12/14,15-EET by CYP(5)
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