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We have reported that ﬁlatelet—activating factor (PAF) plays an important
role in the onset and maintenance of pain in the spinal cord and that PAF inhibitors have potent
analgesic properties. In this study, we hypothesized that a positive feedback loop of PAF production
via induction of expression or activation of LPCAT2, an inducible PAF synthase, contributes to the
onset and intractable (maintenance) mechanism of pain. LPCAT2 inhibitors are expected to be a seed
for the development of new analgesics with a completely new mechanism of action.
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Glia metabolic inhibitor

Fluorocitrate FC, Sigma , Astrocytic specific inhibitor L-o-aminoadipate L-AA Sigma Minocycline

hydrochloride Wako KCC 2 7,8-DHF (Abcam), KCC2 CLP257 Sigma
PAF TCV-309 ( ) ACSF
V. i.t.
i.t. isoflurane 5 6 Sul
6 ddy 30~40 g , C3H/HeN 25~30
g 22+1°C 55+10% 12
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@ PSNL 1/2~1/3

@Streptozotocin STZ painful neuropathy STZ 200
mg/kg i.v. glucose 400 mg/dl
Complete Freund’sAdjuvant CFA CFA (20
ul) 20 ul
FBC FBC C3H/HeN
NCTC 2472 Sham
painful neuropathy Cisplatin CDDP, 3 mg/kg
ivi 1 5 , Oxdiplatin L-OHP, 3 mg/kgi.v. 3 3 , Paclitaxel PTX,5mg/kgi.v. 2
4 , Vincristin VCR, 0.1 mg/kg i.v. 2 2~3
PAF-induced allodynia PAF 10 pg/5 pl i.t.
OA M ono-iodoacetic
acid MIA 1 mg/10 pl CFA10 ul
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@DFormalin test: formalin (1.5% in saline, 20 ul)
licking, flinching, lifting, biting, guarding, shaking @Tail immersion test:
48 °C Hot plate test: 52°C
1 licking 2 3 jumping
Tail flick test
Planter test
AnalgesiaMeters Ugo Basile
ddy 0-3
0.25% Trypsin-EDTA
(PEI) 3
96%
48
PAF 0.4 nM ATP 100 uM , LPS 1 ug/ml , Loxoribine 30 uM 3
fresh medium 12
conditioned medium
3
7 RNA SIRNA
Invivo SIRNA HV J-Envel ope Vector i.t.
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mutant SIRNA HV J-Envelope Vector
LPCAT2 LPCAT2 LPCAT2 Sigma-Aldrich
Western Mouse LPCAT2 ELISA kit MBS2023032, MyBioSource.com
LPCAT2 TS-01
PSNL TSI-01 0.01 mg/kg i.v.
0.1~0.3 mg/kg i.v. 3
TSI-01 i.t. TSI-01
TSI-01 PSNL
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TSI-01 Formalin
test tail flick test, tail immersion test
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