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Description

PF-01247324 is a selective and orally bioavailable Na,1.8 channel blocker with an ICs, of 196 nM for

recombinant human Na,1.8 channel.

IC50 & Target

IC50: 196 nM (hNa,1.8)[1]

In Vitro

PF-01247324 inhibits native tetrodotoxin-resistant (TTX-R) currents in human dorsal root ganglion (DRG)
neurons (IC5=331 nM) and in recombinantly expressed h Na,1.8 channels (IC5=196 nM), with 50-fold
selectivity over recombinantly expressed TTX-R hNav1.5 channels (IC5=10 uM) and 65-100-fold
selectivity over TTX-sensitive (TTX-S) channels (IC5=10-18 pM). In vitro current clamp shows that
PF-01247324 reduces excitability in both rat and human DRG neurons and also alters the waveform of the

action potential[1].

In Vivo

Experiments n rodents demonstrates efficacy in both inflammatory and neuropathic pain models.
PF-01247324 reduces phase 2 flinching by 37% at 100 mg/kg. There is a significant effect of 30 mg/kg of
PF-01247324 in the rat model carrageenan-induced thermal hyperalgesia and in CFA-induced mechanical
hyperalgesia at exposures of 0.218 and 0.126 uM respectively[1]. Mice that received PF-01247324 shows

significant improvements in motor coordination and cerebellar-like symptoms compared to control[2].

Solvent&Solubility

In Vitro:
DMSO : 2 30 mg/mL (90.74 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 3.0248 mL 15.1240 mL 30.2480 mL
Stock Solutions 5mM 0.6050 mL 3.0248 mL 6.0496 mL
10 mM 0.3025 mL 1.5124 mL 3.0248 mL
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1B IIEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (7.56 mM); Clear solution

M7 ZE AR 2 2.5 mg/mL (7.56 mM, HLATEE A (BT E TR

PLmL TAEMCAH], B 100 pL 25.0 mg/ml [(i83% DMSO fifi % il 400 pL PEG300 1, i&¥5)
Al BB AR I 50 L Tween-80, R&EI5); SAJRLRELIMA 450 L AL EKERE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (7.56 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (7.56 mM, AT ARA) RIS AT

PL 4 mL TAER6], B 100 pL 25.0 mg/mL {95 DMSO %0 n% 900 uL 20% ¥ SBE-B-CD £
HER KA, IREIA .

BAERF I INEERER:  10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (7.56 mM); Clear solution

TR TERAT 2 2.5 mg/mL (7.56 mM, YRR EN) MRS, BT RANE H T SRR R EE A A B R
s,

L1 mL TAER 6], B 100 pL 25.0 mg/mL (354 DMSO fi§ &% 900 L Fkiheh, REeL4.
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ERS%:

Rats: For male Sprague Dawley rats (170-300 g), PF-01247324 is formulated as solutions of 0, 10,
30, 100 mg/kg in 0.5%MC/0.1%Tween 80 vehicle and dosed via oral gavage prior to behavioural

testing. Test animals are placed in a box separated by walls with a wire mesh floor allowing access

Animal Administration | to the plantar surface of the paw. Tactile testing is conducted[1].

Mice: PF-01247324 is suspended in 0.5% methylcellulose, 0.1% Tween 80 and administered by oral
gavage at a dose of 1000 mg/kg in a volume of 10 mL/kg one hour before behavioral testing. Control

groups are administered an equal volume of vehicle[2].
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