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Description

Pardoprunox hydrochloride is a novel partial dopamine D2 and D3 receptor agonist and serotonin 5-HT1A
receptor agonist, D2 (pKi = 8.1) and D3 receptor (pKi = 8.6) partial agonist and 5-HT1A receptor (pKi = 8.5)
full agonist. IC50 value: 8.1/8.6/8.5 (pKi, for D2/ D3/5-HT1A receptor) Target: dopamine D2 and D3
receptor, 5-HT1A receptor in vitro: Pardoprunox also binds to D4 (pKi = 7.8), a1-adrenergic (pKi = 7.8),
a2-adrenergic (pKi = 7.4), and 5-HT7 receptors (pKi = 7.2) with lower affinity. Pardoprunox acts as a potent
but partial D(2) receptor agonist (pEC50 = 8.0 and pA2 = 8.4) with an efficacy of 50% on forskolin
stimulated cAMP accumulation. At human recombinant dopamine D3 receptors, Pardoprunox acts as a
partial agonist in the induction of [35S]GTPgammas binding (intrinsic activity of 67%; pEC(50) = 9.2) and
antagonized the dopamine induction of [356S]GTPgammas binding (pA2 = 9.0). Pardoprunox acts as a full
5-HT 1A receptor agonist on forskolin induced cAMP accumulation at cloned human 5-HT1A receptors but
with low potency (pEC50 = 6.3) [1]. in vivo: Pardoprunox induces contralateral turning behaviour in rats with
unilateral  6-hydroxydopamine-induced lesions of the substantia nigra pars compacta (SNpc)
(MED=0.03mg/kg; po). In MPTP-treated common marmosets, Pardoprunox dose-dependently increases
locomotor activity (MED=0.03mg/kg; po) and decreases motor disability (MED=0.03mg/kg; po). In contrast
Pardoprunox attenuated novelty-induced locomotor activity (MED=0.01mg/kg; po),
(+)-amphetamine-induced hyperlocomotion (MED=0.3mg/kg; po) and apomorphine-induced climbing
(MED=0.6mg/kg; po) in rodents. Pardoprunox also induces 5-HT1A receptor-mediated behaviours,
including flat body posture and lower lip retraction (MED=0.3mg/kg; po). Collectively, these findings
demonstrate that Pardoprunox possesses dopamine D2/3 partial agonist effects, 5-HT1A agonist effects

and reduces parkinsonism in animal models. functional D2 receptor partial agonist activity and is effective

in experimental models predictive of efficacy in PD.[2]

In Vitro:
DMSO : 150 mg/mL (556.11 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 3.7074 mL 18.5371 mL 37.0741 mL
Stock Solutions 5mM 0.7415 mL 3.7074 mL 7.4148 mL
10 mM 0.3707 mL 1.8537 mL 3.7074 mL
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Solvent&Solubility
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VISR IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 7.5 mg/mL (27.81 mM); Clear solution

BTN RS 2 7.5 mg/mL (27.81 mM, IR (IS TA IR

PL 1 mL AR, B 100 pL 75.0 mg/mL [197%% DMSO fif#ik Nl 400 pL PEG300 1, A 554w

FiRfRZ PN 50 uL Tween-80, &S ARSI 450 pL AFERAGEAZE 1 mb,

2. KR IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 7.5 mg/mL (27.81 mM); Clear solution

BT I3EAS 2 7.5 mg/mL (27.81 mM, HLAIEE AT T T VAR

PL 4 mL TAER ], B 100 pL 75.0 mg/mL 9934 DMSO &% 900 uL 20% ¥ SBE-B-CD &
LKA, IREA.

BAE IR IR 10% DMSO  —~90% corn oil
Solubility: = 7.5 mg/mL (27.81 mM); Clear solution
BTT AR 2 7.5 mg/mL (27.81 mM, BALEERAT) METEIER, IhT7 EANE R TS FRTE R AN A B L

BL1mL TR, BL 100 ul 75.0 mg/mL (1995 DMSO & Thn# 900 pL kb, WRA#A.
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