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THPP-1, a SGC chemical probe, is a potent and orally bioavailable phosphodiesterase 10A

Description (PDE10A) inhibitor, with Ki values of 1 nM and 1.3 nM for human and rat PDE10A, respectively. THPP-1
has excellent pharmacokinetic properties in preclinical species[1].
IC50 & Target PDE10
THPP-1 (0.1-1.0 mg/kg, FIRD 7E KB B HoE AR ge 71[1].
THPP-1 (FIi, 1-30 mg/kg) FIEMMPEIIEIN T K RECKR A+ GluR1 S845 [BEER 1L, LUK &
GluR1 /KT B A 52 B0 o iR THPP-1 & S B0 AT J b BT A FIE K pGluR1/GluR1 AT
B .
THPP-1 (1,3, 10 mg/kg, HHR RIS T T1EMAEFHEEES) (SIMA) HHRRIEACR 2]
Animal Model: Male Wistar Hannover rats ranging from 200 to 300 g[1].
Dosage: 0.1-1.0 mg/kg.
Administration: P.O.
Result: Showed novel object recognition.
Animal Model: Eleven monkeyswere surgically implanted with subcutaneous telemetric
InVivo devices to permit the simultaneous recording of electrocorticogram
(ECo0G), electrooculogram (EOG), and electromyogram (EMQG) activit
Dosage: 1, 3, 10 mg/kg.
Administration: P.O.
Result: Significantly attenuated the stimulant effects in SIMA.
Animal Model: Male Wistar Hannover rats ranging from 200 to 300 g[1].
Dosage: 1-30 mg/kg.
Administration: P.O. (10% Tween 80/90% water) 2 h prior to tissue collection
(Pharmacokinetic Analysis).
Result: Dose-dependently increases phosphorylation of GluR1 S845.
o o S B
Solvent&Solubility DMSO H A : 31.25 mg/mL (67.22 mM; B A BhIE; IR DMSO X 7= 5 VA R A 0. & 5
Wi, AL FDE £ DMSO)
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.1510 mL 10.7550 mL 21.5100 mL
Stock Solutions 5 mM 0.4302 mL 2.1510 mL 4.3020 mL
10 mM 0.2151 mL 1.0755 mL 2.1510 mL
AR P AR R VA R P VAR PR R A G VA RIS 2 — B, TR AR,
S R R I D 7 i R
il B R AE 7 SURAIR - -80°C, 2 years; -20°C, 1 year. -80°C ffifFH, i&7E 2 AEPMEA,  -20°C fif
fERE, VETE 1AENAEH .
[1]. Smith SM, et al. The novel phosphodiesterase 10A inhibitor THPP-1 has antipsychotic-like effects in rat
E= BN and improves cognition in rat and rhesus monkey. Neuropharmacology. 2013 Jan;64:215-23.
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[2]. Vardigan JD, et al. Behavioral and qEEG effects of the PDE10A inhibitor THPP-1 in a novel rhesus

model of antipsychotic activity. Psychopharmacology (Berl). 2016 Jul;233(13):2441-50.
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.1510 mL 10.7550 mL 21.5100 mL 53.7750 mL
5mM 0.4302 mL 2.1510 mL 4.3020 mL 10.7550 mL
10 mM 0.2151 mL 1.0755 mL 2.1510 mL 5.3775 mL
15 mM 0.1434 mL 0.7170 mL 1.4340 mL 3.5850 mL
20 mM 0.1076 mL 0.5378 mL 1.0755 mL 2.6888 mL
DMSO
25 mM 0.0860 mL 0.4302 mL 0.8604 mL 2.1510 mL
30 mM 0.0717 mL 0.3585 mL 0.7170 mL 1.7925 mL
40 mM 0.0538 mL 0.2689 mL 0.5378 mL 1.3444 mL
50 mM 0.0430 mL 0.2151 mL 0.4302 mL 1.0755 mL
60 mM 0.0359 mL 0.1793 mL 0.3585 mL 0.8963 mL
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