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Figure S1. Effect of PPARa agonist Fenofibrate and antagonist GW6471 on the
oxylipins release in the LPS-stimulated astrocytes. Primary rat astrocytes were
pretreated for 30 min with GW6471 (GW6, 5 yM) or Fenofibrate (Fen, 50 uM) or in
combination, and then stimulated with LPS (100 ng/mL) for 4 h. Concentrations of
oxylipins in supernatants were measured using UPLC-MS/MS. The bars show relative
amounts of COX-derived lipid mediators. Values represent the mean £+ SEM from three
independent experiments. *p<0.05, compared with the unstimulated cells, #p< 0.05,
compared with the LPS-stimulated cells, *p<0.05, compared with the indicated bars.



A COX-pathway

12-HHT 6-keto-PGF1a 4 PGA2+PGJ2

A
*

~~
&
o S
[ e
9 5
O O
e
n B
£s
T

LPS + - + - + + PSS + - + - 4+ + LPS + - + - + +
GSK + + - - + GSK - + + - - + GSK - + + - - +
Gw - -+ + + GW - - - + + + GW - - - + + +
TXB2 11-HETE 13-HDoHE
4 4 3 -
3 4
* 2 i * g

2 - # #

14 L o j

0 - 0 -
LPS + LPS + - + - + +
GSK GSK - + = e K
Gw - GW - - - + + +




B LOX-pathway

34 12-HETE 5-HETE 16-HDoHE

* - 1.5 4 1.5 -
2-
1 4 P — = 1 4 —

i =2
o £

C
QL 5
0 O
n 8
2o
235
- =

LPS + - + - + + LPS + - + - + +LPS + - + - + +
GSK - + + - - + GSK - + + - - +GSK - + + - - +
GW - - - + + + GW - - - + + +GW - - - + + +
6{ 17-HdoHE 5] 11-HdoHE
*#
*# *#
4 | * # 2 4
2 I I q - 3
0 - 0 -
LPS + - + - + + LPS + - + - + +
GSK - + + - + GSK + + - - +
GW - - + + + GW - - + + +



@

-
(3}
1

-—
[

0.5 1

Lipids release
(fold to control)

14,15-DHET

O

-
- o
3 1

=
(3}
1

Lipids release
(fold to control)

T2

GSK
GW

CYP-pathway

17,18-DIHETE
1.5 4 1.6
- 1 _ 1 -
0.5 - 0.5 4
- o+ - o+ o+ LPSO-+ - + - + + LPSO-
+ + - - + GSK - + + - - + o
-+ + + GW - - -+ + + GW
9,10-DiIHOME 41 ,20-HDOHE
3 . %
— 2-
1-
0 -
+ - 4+ - + + LPS + - + - + +
& + + - - + GSK - + + - - +
- = + + + GW - - -+ + o+
PUFAs
AA DHA
1.5 - 1.5 1
1 - — 1 -
0.5 - 0.5 1
0 - 0 -
+ - + - + + PSS + - + - + + LPS
+ + - - + GSK + + - - + GSK
- - - + + + GW - - - + + + GW

12,13-DiIHOME
-+ - o+ o+
+ + - - +
- - o+ o+ o+
EPA
- o+ - o+ o+
+ + - - +
- -+ + O+

Figure S2. Effect of PPARb agonist GW501516 and antagonist GSK0660 on the
oxylipins release in the LPS-stimulated astrocytes. Primary rat astrocytes were
pretreated for 30 min with GSK0660 (GSK, 5 pM) or GW501516 (GW5, 25 yM) or in
combination, and then stimulated with LPS (100 ng/mL) for 4 h. Concentrations of
oxylipins in supernatants were measured using UPLC-MS/MS. The bars show relative
amounts of COX-derived lipid mediators. Values represent the mean £+ SEM from three
independent experiments. *p<0.05, compared with the unstimulated cells, #p< 0.05,
compared with the LPS-stimulated cells, *p<0.05, compared with the indicated bars.
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Figure S3. Effect of PPARg agonist rosiglitazone and antagonist GW9662 on the
oxylipins release in the LPS-stimulated astrocytes. Primary rat astrocytes were
pretreated for 30 min with GW9662 (GW9, 5 uM) or rosiglitazone (RG, 20 uM) or in
combination, and then stimulated with LPS (100 ng/mL) for 4 h. Concentrations of
oxylipins in supernatants were measured using UPLC-MS/MS. The bars show relative
amounts of COX-derived lipid mediators. Values represent the mean £+ SEM from three
independent experiments. *p<0.05, compared with the unstimulated cells, #p< 0.05,
compared with the LPS-stimulated cells, *p<0.05, compared with the indicated treatment.



