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Description

PE859 is a potent inhibitor of both tau and AB aggregation with IC5, values of 0.66 and 1.2 pM,

respectively.

IC50 & Target

IC50: 0.66 uM (tau), 1.2 uM (AB)!1!

In Vitro

PE859 inhibits the heparin-induced aggregation of both 3RMBD and full length tau in a
concentration-dependent manner. In each assay, the ICs, values calculated at the last measurement
periods are 0.81 pM, and 2.23 pM, respectively. PE859 inhibits tau aggregation through formation of

beta-sheet structurel?.

In Vivo

PEB859 could cross the blood-brain barrier and that PE859 could be distributed into the tissues of the
central nervous system. The maximum concentration of PE859 is 2.005 pg/mL in the blood at 3 h and
1.428 pg/g in the brain at 6 h. PE859 delays onset and progression of the motor dysfunction in JNPL3
mice. PE859 delays progression of the motor dysfunction through the inhibition of accumulation of

sarkosyl-insoluble tau. 2

Solvent&Solubility

In Vitro:
DMSO : 50 mg/mL (111.48 mM; Need ultrasonic)

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

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2296 mL 11.1478 mL 22.2956 mL
Stock Solutions 5mM 0.4459 mL 2.2296 mL 4.4591 mL
10 mM 0.2230 mL 1.1148 mL 2.2296 mL

TR AR 7 i AE N R V79 o B VAR RESE PR A3 VAR RC B i . — ELRC U, WY 36 IRAE, B R
SR RS BRI R

fil %M -1 J7 XA R -80°C, 6 months; -20°C, 1 month. -80°C fi#f7It, iftE 6 AW, -20°C
fEAEIS, WA 1 ANH N

In Vivo:

T AR S 1) S BS B A 4 24 07 SO PRI M (NI IR J7 Fo DAR IR T RS S 1/ In Vitro J5 zUC il V8 175 1) it
W, BRI I B 7«

ORIE SRR 25 SR AT SEME, TS IR AR T DURSEAE A7 25 0, 38 A4 0RAF: AR SRR i TR, Ui
RS, MORAEHS: DU VAR AT 10 B 43 bR AR 120 70 7E SO ) 2 R P R AR R o Bl e RC D R o i
BRUTUE BT, AT LI AR/ sERE 75 1 U s

1B T IR 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.57 mM); Clear solution

MeJ7 AR 2 2.5 mg/mL (5.57 mM, LRI AR AT S IE TR

P mL AR5, B 100 pL 25.0 mg/mL [ DMSO 4 inE] 400 uL PEG300 1, JR& 5%
[ FR R RPN 50 uL Tween-80, VRAIS);: SRE4REIIN 450 uL A3 /K E A S 1 mL.

2B IR IR 10% DMSO  —~90% corn oil
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Solubility: = 2.5 mg/mL (5.57 mM); Clear solution
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Bl mL TAER 6], B 100 pL 25.0 mg/mL [3#5% DMSO f§ &% 900 L Fkieh, RAe#4.
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ERBS%:

Mice: PE859 is dissolved in 80% PEG400 and 20% water solution at 5 mg/mL, and

Animal Administration | orally-administered at a dose of 40 mg/kg/day for 6 months (from 9 to 15 months of age). The body

weights of the mice are measured once a week during PE859 treatment[2].

Kinase Assay

Tau aggregation is monitored using thioflavin T. The test compound (PE859), 10 uM 3RMBD and 10
pM heparin are dissolved in 50 mM Tris-HCI (pH7.6), and incubated at 37°C up to 144 hours. At
each point of incubation time, 135 L of the solutions are removed and mixed with 15 pL of 100 uM
ThT solution (final concentration: 10 uM) and the fluorescence intensity with excitation at 440 nm

and emission at 486 nm is measured[2].
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