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1 (n=8 x=s)
1d 1d 3d 5d 7d 9d
WT CON 7.99 £0.21 8.23 £0.37 8.04 £0.25 8.01 +0.17 8.12 +0.18 8.31 +0.40
WT DMSO 7.95+0.24 8.09 +0.28 8.02 £0.26 8.06 +0.28 8.04 +0.25 8.18 +0.21
WT CFA 8.05+0.26 3.63 £0.46" 1.93 +0.40" 2.38 +0.56" 3.15+0.72" 3.55+0.49"
WT SAHA 8.17 £0.28 3.82+0.63 2.24 +0.33 5.01 £0.23* 6.07 £0.35* 6.37 £0.39*
TRPM2 ~/~ CON 8.06 +0.37 7.91 £0.61 8.00 +0.35 7.93 £0.27 7.97 £0.23 8.12 +0.24
TRPM2 ~/~ DMSO 8.11 £0.38 8.06 +0.37 8.20 +0.25 8.09 +0.25 8.02 +0.20 8.06 +0.19
TRPM2 -/~ CFA 8.06 +0.23 4.49 +0.51* 3.96 +0.29% 5.37 +0.31* 5.97 +0.31* 6.14 +0.28*
TRPM2 ~/~ SAHA 7.96 £0.40 4.63 £0.39 4.29 £0.38 5.64 £0.38 6.23 £0.54 6.78 £0.40
F 0.472 145.824 456. 846 340.216 171.272 184.994
P 0.851 0. 000 0.000 0.000 0. 000 0. 000
WT CON 2" P<0.001; WT CFA P <0.001
2 (n=8 x=5s)
1d 1d 3d 5d 7d 9d
WT CON 12.25 +0.42 12.38 +0.55 12.35+0.71 12.66 +0.65 12.03 +0.63 12.13 +0.60
WT DMSO 12.38 +0.40 12.72 £0.56 12.22 +0.70 12.49 +0. 60 12.53 +0.70 12.82 £0.71
WT CFA 12.18 £0.85 4.62 £0.66" 3.05+0.41" 5.07 +1.24" 6.59 +0.65" 6.84 £0.59"
WT SAHA 12.21 +0.57 4.73 £0.62 3.06 £0.21 9.41 +0.88" 10.61 +0.46"* 11.03 +£0.49*
TRPM2 ~/~ CON 12.26 +0.40 12.57 +0.38 12.16 +0.81 12.74 £0.25 12.67 +0.48 12.62 +£0.55
TRPM2 ~/~ DMSO 12.46 +0.48 12.46 +0.52 12.67 £0.72 12.39 +0.45 12.43 £0.53 12.32 +0.46
TRPM2 ~/~ CFA 12.60 +1.27 9.36 £0.94* 9.60 +1.00* 10.43 +0. 60* 12.06 +0. 87* 12.28 +0.89*
TRPM2 ~/~ SAHA 12.25 +0.98 9.17 £0.58 9.38 +0.66 11.82 +0.66 12.14 +0.62 12.25 +0.40
F 0.317 180. 002 304.426 93.823 84.740 80. 699
P 0.943 0.000 0.000 0.000 0. 000 0.000
WT CON 2" P<0.001; WT CFA P <0.001
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Effect of intrathecal injection of SAHA on chronic inflammatory

pain in mice mediated by transient receptor potential melastatin 2
Yin Panpan Lu Xianfu Yang Zhilai et al
(Dept of Anesthesiology The First Affiliated Hospital of Anhui Medical University Hefei 230022)

Abstract Objective To explore the effect of intrathecal injection of suberoylanilide hydroxamic acid(SAHA) on
chronic inflammatory pain in mice mediated by transient receptor potential melastatin 2 (TRPM2). Methods 32
specific pathogen free (SPF) male wild type (WT) mice and 32 TRPM2 "'~ male mice were randomly divided into
8 groups: WT control group (WT CON) WT solvent group (WT DMSO) WT inflammatory pain group (WT
CFA) WT inflammatory pain + SAHA group (WT SAHA)  TRPM2 '~ control group(TRPM2 '~ CON) TR-
PM2 "'~ solvent group (TRPM2 '~ DMSO) TRPM2 '~ inflammatory pain group (TRPM2 '~ CFA) and TR-
PM2 "'~ inflammatory pain + SAHA group (TRPM2 '~ SAHA) (n =8 each). Inflammatory pain model was in—
duced by intraplantar injection with 40 pl of complete Freund’s adjuvant(CFA) into the plantar surface of the left
hind paw. WT SAHA group and TRPM2 =~ SAHA group received intrathecal injection of SAHA 50 mg/kg each
morning after nociceptive testing. The mice received the same volume saline treatment in the WT CON group WT
CFA group TRPM2 ™'~ CON group and TRPM2 "'~ CFA group. The WT DMSO group and TRPM2 "'~ DMSO
group received intrathecal injection of the same volume DMSO treatment with SAHA group. The 50% paw with—
drawal threshold the paw withdrawal thermal latency and paw edema were measured after injection of CFA  respec—
tively. Results The TRPM2 ™'~ mice showed normal sensitivity to mechanical and thermal stimuli compared with
WT mice. After receiving intrathecal injection DMSO in WT and TRPM2 ~'~ mice the changes of behavior had no
significant difference compared with CON group. In WT mice the 50% paw withdrawal threshold and paw with—
drawal thermal latency in WT CFA was attenuated compared with that in WT CON  WT SAHA group(P <0.001) ;
The paw edema of WT CFA group was significantly higher than that in WT CON WT SAHA group(P <0.001). In
TRPM2 ~’~ mice the 50% paw withdrawal threshold and paw withdrawal thermal latency were significantly higher
than that in WT CFA group(P <0.001) and there were no significant difference in the behavioral responses be—
tween TRPM2 =/~ CFA and TRPM2 "'~ SAHA group. The paw edema of inflammatory pain group was significantly
lower than that in WT inflammatory pain group(P <0.001). Conclusion The chronic inflammatory pain develop—
ment is mediated by TRPM2 and intrathecal injection of SAHA may improve the expression of TRPM2 in the chro—
nic inflammatory pain.
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