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FE AR PDE2/PDE10-IN-1

CAS: 1426833-08-0 WA -20°C Pu4E

SFR: C15H10CING fAF %A BTk -80°C AME!

STE 295. 73 -20C —/H

24 PDE2/PDE10-IN-1  PDE2/PDE10-IN-1

Solubility (25° C):

(NI DMSO 12.5 mg/mL  (42.27 mM; wultrasonic and warming and
heat to 60° C)

APy GRECELAD) LB F IR AT 10%DMSO—~40% PEG300 — 5% Tween-80—45% saline

Solubility: = 1.25 mg/mL (4.23 mM); Clear solution

W RAHE = 1.25 mg/ml (4,23 nM, VR RED HIEHAR.
PL 1 ml TAEBCOABI, B 100 wL 12.5 mg/mL [¥NE DMSO fif#&W0iNE] 400 wLl PEG300 i, RA&E]; W Lk

PRI 50 L Tween—80, JRAIL): RIGAREIAN 450 wL AFE/KERSE 1 nl.
2. K BRI RAR: 10% DMSO—~90% (20% SBE-B-CD in saline)

Solubility: = 1.25 mg/mL (4.23 mM); Clear solution

TR ATIRAS = 1.25 mg/nL (4. 23 mM, HORIEEARED) MVEEETR.

DAL omL TARRONBI, HL 100 wL 12.5 mg/mL fI7E5H DMSO il #&in®] 900 wlL 20% A9 SBE-B-CD A HEh/K
K, REA .

3. B FAINEERAT:  10% DMSO—~90% corn oil

Solubility: = 1.25 mg/mL (4.23 mM); Clear solution

VPRI > 1.25 me/ul. (1,23 o, WRUEERR) MUGETET, ST T 9B R A LA bR 3

PA 1 mL CAEROH], B 100 pL 12.5 mg/mL ¥ DMSO ff#UME] 900 wL KM+, RAEWS.
<Img/ml FRIEHIAE

T VRO TA LS IR BN A AR IRITS, SERRE R TR S ATEA DTz, 8T IE W AR ZE RIS .
PR T i FE AN RV o A AR S 1 S VARV RSB i 25 — BRI, U 0 RAE T8GR SR SR RIS J AT 7 i R

1] 25 il 2 VR

i
W WA Img 5mg 10mg
1 mM 3.3815 mL 16.9073 mL 33.8146 mL
5 mM 0.6763 mL 3.3815 mL 6. 7629 mL
10 mM 0. 3381 mL 1.6907 mL 3.3815 mL
HWiE
kB PDE2/PDE10-IN-1 J&—Fhie —Ff&#F PDE2 A1 PDE10 #Wiil5, 1C50 43414 29 F1 480 nM.
RAMIF T PDE2/PDE10-IN-1 (Compound 6) inhibits PDE2 and PDE10, respectively, with an IC50 value of 29 and 480 nM.

PDE2/PDE10-IN-1 also inhibits PDEI11A and PDE4D with IC50s of 6920 nM and 5890 nM, respectively. In addition
PDE2/PDE10-IN-1 does not show significant inhibition of a panel of CYP450 enzymes (CYP1A2, 2C9, 2D6, 2C19, and 3A4).

PDE2/PDE10-IN-1 is also inactive up to a concentration of 125 ug/mL in a bacterial mutagenicity assay
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LN The PK properties of PDE2/PDE10-IN-1 are studied in rats after 2.5 mg/kg i.v. and 10 mg/kg p. 0. administration. After
i.v. administration, a rapid clearance is observed (t1/2=0.47 h), which is not expected based on the in vitro metabolic
stability in rat liver microsomes (rLMs). Interestingly, PDE2/PDE10-IN-1 shows much slower clearance after p.o.
administration (t1/2=2.36 h), resulting in good bioavailability and a maximum plasma concentration (Cmax) of 997
ng/mL. PDE2/PDE10-IN-1 is assessed for its potential to cross the blood - brain barrier in rats after 10 mg/kg s.c
administration. PDE2/PDE10-IN-1 shows good formulatability with 10 to 20% HP B CD at pH>3.5. The brain concentration
for PDE2/PDE10-IN-1 after 1 h administration is in the range of 370-895 ng/g with high brain free fractions and
brain/plasma ratios. More specifically, PDE2/PDE10-IN-1, which is orally bioavailable, occupies PDE2 with an ED50 of

21 mg/kg
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