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PKG drug Gl #E[a/EM T PKGIa . PKG drug G1 @il C42 PKGIa M ML A B T 1
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IC50 & Target

PKGIa[l1]

Cellular Effect

Cell Line Type Value Description

Inhibitory activity against CDK4 using recombinant human
S9 1Cso 14 uM

cyclin D2-CDK4 complex expressed in sf9 cells

In Vivo

PKG drug G1 induces vasodilation of isolated resistance blood vessels and blood pressure lowering in a
mouse model of angiotensin II - induced hypertension. PKG drug G1 efficiently relaxes WT but not knockin
(KI) vessels, which is then assessed in a murine model of hypertension. PKG drug G1 lowers blood pressure
in hypertensive WT, but not KI, mice in vivo. PKG drug G1 is tested in vivo in healthy mice implanted with
telemetric devices that allow blood pressure and heart rate to be constantly monitored. PKG drug G1 or
vehicle control is administrated by intraperitoneal injection, and the acute impact on hemodynamics assessed.
PKG drug G1 administered at 7.4 mg/kg does not decrease blood pressure, but there is a concomitant reflex
tachycardia. When this is repeated using 14.8 mg/kg dose of PKG drug GI, again blood pressure is not

altered-but this higher dose induces a potentiated increase in heart rate[1].
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1mg 5mg 10 mg

Solvent Mass
Concentration

Preparing 1 mM 3.8864 mL 19.4318 mL 38.8636 mL

Stock Solutions 5 mM 0.7773 mL 3.8864 mL 7.7727 mL

10 mM 0.3886 mL 1.9432 mL 3.8864 mL
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[1]. Burgoyne JR, et al. Proof of Principle for a Novel Class of Antihypertensives That Target the Oxidative

Activation of PKG I a (Protein Kinase G I a ). Hypertension. 2017 Sep;70(3):577-586.
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5 mM 0.7773 mL 3.8864 mL 7.7727 mL 19.4318 mL
10 mM 0.3886 mL 1.9432 mL 3.8864 mL 9.7159 mL
15 mM 0.2591 mL 1.2955 mL 2.5909 mL 6.4773 mL
20 mM 0.1943 mL 0.9716 mL 1.9432 mL 4.8580 mL
25 mM 0.1555 mL 0.7773 mL 1.5545 mL 3.8864 mL
30 mM 0.1295 mL 0.6477 mL 1.2955 mL 3.2386 mL
40 mM 0.0972 mL 0.4858 mL 0.9716 mL 2.4290 mL
50 mM 0.0777 mL 0.3886 mL 0.7773 mL 1.9432 mL
60 mM 0.0648 mL 0.3239 mL 0.6477 mL 1.6193 mL
80 mM 0.0486 mL 0.2429 mL 0.4858 mL 1.2145 mL

100 mM 0.0389 mL 0.1943 mL 0.3886 mL 0.9716 mL
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