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HEYEE

INJ-40411813 (ADX-71149) J&—F#7 () metabotropic Glutamate 2 receptor (mGlu2R) (1) 1F 25 1) i
Description 117, EC50 4 147 nM. JNJ-40411813 FAT FIRAEDEN:, wT %8 5% MU 57 R . INJ-40411813 AATHT
O AT a1

mGlu2 Receptor
IC50 & Target[1]
147 nM (ECso)

Cell Line Type Value Description
Positive allosteric modulation of human mGlu2 receptor
expressed in CHO cells assessed as potentiation of
CHO ECso 147 nM
glutamate-induced effect incubated for 30 mins prior to
[35S]GTPgamma addition measured after 30 mins
Positive allosteric modulation of human mGlu2 receptor
expressed in CHO cell membranes assessed as potentiation of
CHO ECso 147 nM glutamate-induced effect incubated for 30 mins prior to
[35S]GTPgamma addition measured after 30 mins by
scintillation counting method
Displacement of [3H]19 from human mGlu2 receptor
CHO 1Cso 68 nM
expressed in CHO cells
Positive allosteric modulation at human mGlu2 receptor
L639A mutant expressed in CHO-K1 cells assessed as
CHO-K1 ECso 1350 nM potentiation of glutamate-induced effect incubated for 30
mins prior to [35S]GTPgamma addition measured after 30
mins by scintillation counting method
Cellular Effect
Positive allosteric modulation at human mGlu2 receptor
N735D mutant expressed in CHO-K1 cells assessed as
CHO-K1 ECso 1630 nM potentiation of glutamate-induced effect incubated for 30
mins prior to [35S]GTPgamma addition measured after 30
mins by scintillation counting method
Positive allosteric modulation at human mGlu2 receptor
F643A mutant expressed in CHO-K1 cells assessed as
CHO-K1 ECso 2000 nM potentiation of glutamate-induced effect incubated for 30
mins prior to [35S]GTPgamma addition measured after 30
mins by scintillation counting method
Positive allosteric modulation at human mGlu2 receptor
W773A mutant expressed in CHO-K1 cells assessed as
CHO-K1 ECso 2570 nM potentiation of glutamate-induced effect incubated for 30
mins prior to [35S]GTPgamma addition measured after 30
mins by scintillation counting method
Positive allosteric modulation at human mGlu2 receptor

CHO-K1 ECso 265 nM
F776A mutant expressed in CHO-K1 cells assessed as



http://www.shyuanye.com

@ iR 0T

RIRET AR TR AT

Shanghai yuanye Bio-Technology Co., Ltd
HLE: 021-61312973 & E: 021-55068248
P4ik:  www.shyuanye.com

HR#: shyysw@sina.com

potentiation of glutamate-induced effect incubated for 30

mins prior to [35S]GTPgamma addition measured after 30

mins by scintillation counting method

Positive allosteric modulation of wild-type human mGlu2

receptor expressed in CHO-K1 cells assessed as potentiation
CHO-K1 ECso 65 nM of glutamate-induced effect incubated for 30 mins prior to
[35S]GTPgamma addition measured after 30 mins by
scintillation counting method
Positive allosteric modulation at wild type human mGlu2
receptor L732A mutant expressed in CHO-K1 cells assessed
CHO-K1 ECso 77 tM as potentiation of glutamate-induced effect preincubated for

30 mins prior to glutamate challenge measured after 30 mins

by [35S]GTP-gammas binding assay

NJ-40411813 (ADX-71149) (5-20 mg/kg, #H,24 h 6 %) £ Glutamate (HY-N0455B) )5 [F {F H

T, WLEERE T ORI K O R RN, R X L SUIRAR R D [2].
2B 15T (2]
Dose AUCINE obs Cinax Clobs Vss_obs
Route (mg/kg) (ng-h/mL) tiz (h) Tonax (h) (ng/mL)  (L-h/kg) (L/kg)
2.31.4+0.
iv. 25 1833+90 / / / 1.420.1 10.2
In Vivo p.o. 10 22504417 231205 7 938 / /
Animal Model: Male Wistar Rats (150 mg)[2]
Dosage: 5 mg/kg, 20 mg/kg
Administration: Oral Gavage (p.o0.)
Result: Showed increasing in basal binding with an EC50 of 48 uM and a
Combined with 10 pM glutamate, [35S]GTPyS binding with an EC50 of
7.3 uM and a maximal effect of 380%.
1 B S
Solvent&Solubility DMSO VAL : 25 mg/mL (72.49 mM; #7 BA; AR DMSO 7 i VA Al BE AT S5 35 50,

WA F T DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.8996 mL 14.4979 mL 28.9957 mL
Stock Solutions 5 mM 0.5799 mL 2.8996 mL 5.7991 mL
10 mM 0.2900 mL 1.4498 mL 2.8996 mL

SRR = S TE AN [ A 77 o KV AR REE PR I I VRIS B 48 — LGOI, WA,
S VR R R 7 it 2R

T RA7 7 AR . -80°C, 2 years; -20°C, 1 year. -80°C i (£, 57E 2 EA M,
TEEE, THLE 1 AER A

YL

ARG SR AN 27 2 SR PE M T AT R

AR VAR TT SR SG% B8 In Vitro 77 sURCHIVEE (065 490, FEARVCH I BYIE 7

-20°C fi



https://www.medchemexpress.cn/javascript:goCoordinate('cpd_References1');
http://www.shyuanye.com

mUT

RIRET AR TR AT

Shanghai yuanye Bio-Technology Co., Ltd
HLE: 021-61312973 & E: 021-55068248
P4ik:  www.shyuanye.com

HR#: shyysw@sina.com

NPRIESE 025 R AT SEPE, TS 0 A0 AT CARAE A 47 5 1, @ 4 ORAE s R SEIR M CAR, &
WESLHIE, 2R,

[ S T AN (N R = RE Y i VN T 2 73T G R VAN s O P C G DU s el B/ TR/ i
G, AT LOE AR/ B8 7 1 7 BN

E S

T PP VS A AV 711
Solubility: 2.5 mg/mL (7.25 mM); &It 875 IAIE

SE7 A3 2.5 mg/mL B A1, S R] T IR A

U 1mL TARRCAH], B 100 pL 25.0 mg/mL F7TE DMSO & W% 400 uL PEG300 ', R4
Y151, Hi B ARSI 50 uL Tween-80, JRE YA SRIGHAEEEIIAN 450 uL AFHK EHE 1

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline

mL,
AEFE K ITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LU BV IE % I 1 AR B A K
R

L -
TP VS A AV 71
Solubility: > 2.5 mg/mL (7.25 mM); E#E R

SR BRI > 2.5 mg/mL GERIERFD HIEHER .

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7EE DMSO fig#& i InE] 900 uL 20% [ SBE-B-CD
AEFEAOKIEIR T, IREBIN .

2 g SBE-B-CD (fiff T H:Mk B-AWIKG) MIARERT 10 mL MAERHKT, SEEMERTEY.

HR =
TP VS A AV 71
Solubility: 2.5 mg/mL (7.25 mM); SR HE7H BIA

SET7 A8 2.5 mg/mL BETEIEW, S5 ZSEIe A WITE A H UL R Eh ) SIS IS A o

U 1mL TARBCAH], B 100 pL25.0 mg/mL fITE DMSO &M 900 uL FoKihdr, REH
5.

10% DMSO —  90% (20% SBE--CD in Saline)

10% DMSO — 90% Corn Oil

E = 3TN [1]. Cid JM, et al. Discovery of 1-Butyl-3-chloro-4-(4-phenyl-1-piperidinyl)-(1H)-pyridone (JNJ-40411813):
A Novel Positive Allosteric Modulator of the Metabotropic Glutamate 2 Receptor. ] Med Chem. 2014 Aug
14;57(15):6495-512.
[2]. Hilde Lavreysen, et al. Pharmacological and pharmacokinetic properties of INJ-40411813, a positive
allosteric modulator of the mGlu2 receptor. Pharmacol Res Perspect 2015 Feb;3(1):¢00096.
[3]. Dunlop J, Schizophrenia, et al. Schizophrenia drug discovery and development in an evolving era: are
new drug targets fulfilling expectations?. Journal of Psychopharmacology. 29 (2): 230-8.
SEMRE AR
TEARLHE 7 i LS TRV 77 BV A A PR A 0 R VA R TC A 5. — ELFCRRIE VI, R 20 B ORAF, 3 G0 S ST R RS AR 7 i 2R
T RA7E )T AR : -80° C, 2 years; -20° C, 1 year. -80° C fiifEI, 5 2 EAMEM, -20° CflfERf, &4 1 4E
WAL .
ALIEVEF RE 1mg 5mg 10 mg 25 mg
B
W
DMSO 1 mM 2.8996 mL 14.4979 mL 28.9957 mL 72.4893 mL
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5SmM 0.5799 mL 2.8996 mL 5.7991 mL 14.4979 mL
10 mM 0.2900 mL 1.4498 mL 2.8996 mL 7.2489 mL
15 mM 0.1933 mL 0.9665 mL 1.9330 mL 4.8326 mL
20 mM 0.1450 mL 0.7249 mL 1.4498 mL 3.6245 mL
25 mM 0.1160 mL 0.5799 mL 1.1598 mL 2.8996 mL
30 mM 0.0967 mL 0.4833 mL 0.9665 mL 2.4163 mL
40 mM 0.0725 mL 0.3624 mL 0.7249 mL 1.8122 mL
50 mM 0.0580 mL 0.2900 mL 0.5799 mL 1.4498 mL
60 mM 0.0483 mL 0.2416 mL 0.4833 mL 1.2082 mL
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