R E YIRS IR A

Shanghai yuanye Bio-Technology Co., Ltd

Bk 021-61312973  fkH: 021-55068248
R ] Mk: www.shyuanye.com

MR4H: shyysw@sina.com

PERARR: N[A-[[[RR-4-(1,1-ZFEZE) R CE][[4-(ERPERE)EEEH)
PREE)RE]FEIFTE]-B-WER
PEiRl4: GRA Ex-25

EX /e

GRA Ex-25 is an inhibitor of glucagon receptor, with IC50 of 56 and 55 nM for rat and human glucagon

Description
receptors, respectively.
IC50 & Target IC50: 56 nM (rat glucagon receptor), 55 nM (human glucagon receptor)[2]

GRA Ex-25 binds a human glucagon receptor (h-GlucRbind) with Ki of 63 nM and a moderate glucagon

In Vitro induced adenylate cyclase inhibition (h-GlucRcyclase) with Ki of 254 nM under our assay conditions[1].
GRA Ex-25 has similar affinity to the rat and human glucagon receptors (IC50=56 and 55 nM,
respectively)[2].
GRA Ex-25 (3 mg/kg, i.v.) significantly reduces blood glucose caused by exogenous administration of

In Vivo glucagon in rat model. GRA Ex-25 is able to inhibit the rise in blood glucose levels elicited by exogenous

administered glucagon, most likely because of the direct inhibition of glucagon stimulated hepatic glucose

output[2].

In Vitro:
DMSO : 2 32 mg/mL (56.78 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7743 mL 8.8714 mL 17.7428 mL
Stock Solutions 5mM 0.3549 mL 1.7743 mL 3.5486 mL
10 mM 0.1774 mL 0.8871 mL 1.7743 mL
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1AW B INAERAT . 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: =2 2.5 mg/mL (4.44 mM); Clear solution

LT RTHA 2 2.5 mgfmL (4.44 mM, BRI R ST) (I L

BL 1 mL TAERIBI, B 100 L 25.0 mg/mL {7i% DMSO & Wehn#] 400 uL PEG300 f1, 45
) AR RN 50 pL Tween-80, JRAIE); ARIG4LLINAN 450 pL AEFEEKER S 1 mL.

2R IR IR 10% DMSO— 90% (20% SBE-B-CD in saline)
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Solubility: = 2.5 mg/mL (4.44 mM); Clear solution

SEJT R A3 2 2.5 mg/mL (4.44 mM, ORI AR (O .

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

3AHKF R INAEFE R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (4.44 mM); Clear solution

ETTEAERAS 2 2.5 mg/mL (4.44 mM, VERIEEARST) BOPEEEI, MTT SRANE T SRR A HTE A H LR
SEH .

L1 mL TAER 6], B 100 pL 25.0 mg/mL (3% DMSO f§&nE] 900 L Fkiheh, REe#A.
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ERS%:

Non-fasted male Sprague Dawley rats (200 g) are maintained in the anaesthetized state during the
test by s.c. administration of a 1:1 mixture of Hypnorm (fentanyl, 0.05 mg/mL and fluanizone, 2.5
mg/mL) and Dormicum (Midazolam, 1.25 mg/mL). Acatheter is inserted in a jugular vein for
administration of compounds. Approximately 60 min after initiation of anesthesia, test compounds
Animal Administration | (0, 1, 3, 10 and 30 mg/kg) and glucagon (3 ug/kg) are administered in 5 min intervals, respectively.
Samples for determination of blood glucose concentrations are taken from the tail tip 25 and 5 min
prior to administration of the compound to represent average basal values and again 10 min after
administration of glucagon (time for peak response of glucagon). The results are expressed as delta
values calculated as the value obtained 10 min after alucagon administration minus the average of

the two basal values. [2]
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