
































































































Parameter PNA5 Activity Ang-1-7 Activity Comparisons
Molecular wt 1278 g/mol 898 g/mol Glc adds 275g/mol

Solid Stability > 1 yr @ RTemp > 1 yr @ RTemp PNA5 = Ang-(1-7)

Aqueous Stability > 6 months @ RTemp > 6 months @ RTemp PNA5 = Ang-(1-7)

Aqueous Solubility 20 mg/ml 20 mg/ml PNA5 = Ang-(1-7)

In vitro t1/2 t1/2 =  1.06 + 0.20 hr t1/2 = .25 + 0.05 hr PNA5 400%       Ang-(1-7)

In Vivo Cmax Serum
Dose 10mg/kg s.c. 6208.0+4883 ng/ml (n=8) 917.8+451 ng/ml

PNA5 2.6 log fold greater than Ang-(1-7)

In Vivo Cmax CSF
Dose 10mg/kg s.c.

422.8+313 ng/ml 221.8+112 ng/ml PNA5 2.6 log fold greater than Ang-(1-7)

In Vivo AUC serum
Dose 10 mg/kg s.c.

14609.6+7425 ng ml/min (n=8) 5732.5+2034 ng  ml/min (n=8) PNA5 338%       Ang-(1-7P)

In Vivo AUC CSF
Dose 10 mg/kg s.c.

6141.3+3616 ng ml/min 2794.1+1369 PNA5 219%       Ang-(1-7)

In vivo t1/2 serum
Dose 10 mg/kg s.c.

18.2+3 min 20.9+.7 PNA5 = Ang-(1-7)

In vivo t1/2 CSF
Dose 10 mg/kg s.c.

26.6+3.6 24.7+5 PNA5 = Ang-(1-7)

In Vitro Bioactivity
ROS Inhibition

Potency
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)

TABLE 1: PNA5 Peptide Characteristics
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Paxinos, George, and Keith B.J. Franklin. The 
mouse brain in stereotaxic coordinates: Access 

Online via Elsevier, 2001.

HF-Saline ControlHF-PNA5 HF-Saline

20 microns

A B C D

100 microns

0 20 40 60 80 100 120

Iba-1 IHC Integrated Optical Density

HF-PNA5 (n=20)

HF-Saline (n=20)

Control (n=20)

Iba1-Immunohistochemistry Cortical Meningeal Surface –
7 days post last PNA5 injection

100 microns 100 microns

Figure 11

*

E

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on February 1, 2019 as DOI: 10.1124/jpet.118.254854

 at A
SPE

T
 Journals on February 23, 2019

jpet.aspetjournals.org
D

ow
nloaded from

 

http://jpet.aspetjournals.org/


PNA5
(Ang-1-6-O-Ser-Glc-NH2 )

MasR

TNFa,Ib1a,ERK1/2,IL-7

NEUROPROTECTION &
DECREASED DEMENTIA RISK

NADPH
NOX-4

e-NOS 
(brain vasculature)

Anti-inflammatoryDecreased ROS
Increased Brain 

Blood Flow Neuroprotection

IL-10, IL1ra,

PI3K/Akt

This article has not been copyedited and formatted. The final version may differ from this version.
JPET Fast Forward. Published on February 1, 2019 as DOI: 10.1124/jpet.118.254854

 at A
SPE

T
 Journals on February 23, 2019

jpet.aspetjournals.org
D

ow
nloaded from

 

http://jpet.aspetjournals.org/

