















































































































































TABLE 1: PNAS Peptide Characteristics

l e:tou P3P0 [UAMO(

Parameter PNAS Activity Ang1-7 Actigity Comparisons

Molecular wt 1278 g/mol 898 g/mol g Glc adds 275g/mol

&
Solid Stability >1yr@ RTemp >1yr @ RTemg PNAS5 = Ang-(1-7)
Aqueous Stability > 6 months @ RTemp > 6 months @ RT %n PNA5 = Ang-(1-7)
Aqueous Solubility 20 mg/ml 20 mg/ml £ PNAS = Ang-(1-7)

i
Invitro t, , t,;,= 1.06 +0.20 hr ti,=.25+0.058r PNA5 400% t Ang-(1-7)
In Vivo Cmax Serum § I PNAS5 2.6 log fold greater than Ang-(1-7)
Dose 10mg/kg s.c. 6208.0+4883 ng/ml (n=8) 917.8+451 ng/nél
In Vivo Cmax CSF 422.8+313 ng/ml 221.8+112 ng/ é tPNAS 2.6 log fold greater than Ang-(1-7)
Dose 10mg/kg s.c. 8
In Vivo AUC serum 14609.6+7425 ng ml/min (n=8) 5732.5+2034 ng mI/n':oE n (n=8) PNA5 338% tAng-(l-?P)
Dose 10 mg/kg s.c.
In Vivo AUC CSF 6141.3+3616 ng ml/min 2794.1+1369 PNA5 219% IAng-(l—?)
Dose 10 mg/kg s.c.
Invivo t;,, serum 18.2+3 min 20.9+.7 PNAS5 = Ang-(1-7)
Dose 10 mg/kg s.c.
Invivot,,, CSF 26.6+3.6 24.7+5 PNA5 = Ang-(1-7)
Dose 10 mg/kg s.c.
In Vitro Bioactivity Potency
ROS Inhibition IC50 = 0.1 microM

Cognitive Protection
NOR Test/MWM spatial test
Dose 1mg/kg/day s.c. 21 days

PNA5 Improves NOR and MWM by
> 2 SD compared to placebo

Ang 1-7 Improves NOR and MWM by

> 2 SD compared to placebo (previously

published data)

PNA5 = Ang-(1-7)
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PNA5 DEGRADATION PATHWAY
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FIGURE 51
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