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产品名称：Genz-123346 (free base) 

产品别名：Genz-123346 free base  

 

生物活性： 

Description 
Genz-123346 (free base) is an inhibitor of GL1 synthase that blocks the conversion of ceramide to GL1; 

inhibits GM1 with IC50 value of 14 nM. 

IC50 & Target IC50: 14 nM (GM1)[1] 

 

 

In Vitro 

Exposure of cells to Genz-123346 and to other GCS inhibitors at nontoxic concentrations can enhance the 

killing of tumor cells by cytotoxic anti-cancer agents. Genz-123346 and a few other GCS inhibitors are 

substrates for multi-drug resistance efflux pumps such as P-gp (ABCB1, gP-170). In cell lines selected to 

over-express P-gp or which endogenously express P-gp, chemosensitization by Genz-123346 is primarily 

due to the effects on P-gp function[2]. Genz-123346(Genz) is an enhancer of autophagy flux[3]. 

 

 

 

In Vivo 

In the Zucker diabetic fatty rat, Genz-123346 loared glucose and A1C levels and improved glucose 

tolerance. Drug treatment also prevented the loss of pancreatic beta-cell function and preserved the ability 

of the animals to secrete insulin. In the diet-induced obese mouse, treatment with Genz-123346 normalized 

A1C levels and improved glucose tolerance. The oral bioavailability of the drug is shown to be about 10% 

and 30% in mice and rats, respectively, with a half-life in plasma of 30–60 min[1]. Genz-123346 treatment 

results in a dose-dependent reduction of renal GlcCer and GM3 levels that translates into effective 

inhibition of cystic disease. A direct effect of Genz-123346 on the Akt-mTOR signaling pathway is 

observed, with reduced phosphorylation of Akt and ribosomal protein S6[4]. 

In Vitro:  

DMSO : ≥ 100 mg/mL (238.91 mM) 

* "≥" means soluble, but saturation unknown. 

Solvent   Mass 

Concentration 

1 mg 5 mg 10 mg 

1 mM 2.3891 mL 11.9454 mL 23.8909 mL 

5 mM 0.4778 mL 2.3891 mL 4.7782 mL 

 

 

   Preparing  

Stock Solutions 

10 mM 0.2389 mL 1.1945 mL 2.3891 mL 

*请根据产品在不同溶剂中的溶解度选择合适的溶剂配制储备液；一旦配成溶液，请分装保存，避免反

复冻融造成的产品失效。  

储备液的保存方式和期限：-80°C, 6 months; -20°C, 1 month。 -80°C 储存时，请在 6 个月内使用，-20°C 

储存时，请在 1 个月内使用。 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Solvent&Solubility 

In Vivo: 

请根据您的实验动物和给药方式选择适当的溶解方案。以下溶解方案都请先按照 In Vitro 方式配制澄清的储

备液，再依次添加助溶剂： 

——为保证实验结果的可靠性，澄清的储备液可以根据储存条件，适当保存；体内实验的工作液，建议您现

用现配，当天使用； 以下溶剂前显示的百分比是指该溶剂在您配制终溶液中的体积占比；如在配制过程中出

现沉淀、析出现象，可以通过加热和/或超声的方式助溶 

1.请依序添加每种溶剂： 10% DMSO→40% PEG300 →5% Tween-80  → 45% saline 

Solubility: ≥ 3 mg/mL (7.17 mM); Clear solution 

此方案可获得 ≥ 3 mg/mL (7.17 mM，饱和度未知) 的澄清溶液。 
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以 1 mL 工作液为例，取 100 μL 30.0 mg/mL 的澄清 DMSO 储备液加到 400 μL PEG300 中，混合均匀；向

上述体系中加入 50 μL Tween-80，混合均匀；然后继续加入 450 μL生理盐水定容至 1 mL。 

 

2.请依序添加每种溶剂： 10% DMSO→ 90% (20% SBE-β-CD in saline) 

Solubility: ≥ 3 mg/mL (7.17 mM); Clear solution 

此方案可获得 ≥ 3 mg/mL (7.17 mM，饱和度未知) 的澄清溶液。 

以 1 mL 工作液为例，取 100 μL 30.0 mg/mL 的澄清 DMSO 储备液加到 900 μL 20% 的 SBE-β-CD 生

理盐水水溶液中，混合均匀。 

 

3.请依序添加每种溶剂： 10% DMSO  →90% corn oil 

Solubility: ≥ 3 mg/mL (7.17 mM); Clear solution 

此方案可获得 ≥ 3 mg/mL (7.17 mM，饱和度未知) 的澄清溶液，此方案不适用于实验周期在半个月以上的实

验。 

以 1 mL 工作液为例，取 100 μL 30.0 mg/mL 的澄清 DMSO 储备液加到 900 μL玉米油中，混合均匀。 
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实验参考： 

 

 

 

Animal Administration 

Rats: Genz-123346 is dissolved in water. Zucker diabetic fatty rats treated with Genz-123346 (75 

mg/kg) for 6 weeks are fasted overnight. The following morning, the fasted rats are anesthetized and 

injected with 5 units human insulin into the hepatic portal vein. Quadriceps muscle and liver are 

harvested 2 min after injection and immediately frozen in liquid nitrogen. Insulin receptor is 

immunoprecipitated. The immunoprecipitates are analyzed by immunoblotting[1]. 

Mice: C57BL/6 mice are fed on a high-fat (45% of kcal) diet for 8 weeks, obese mice with 

comparable body weight gain, glucose, and insulin levels are assigned to either the treated or 

control groups. The mice are then gavaged daily with Genz-123346 or water for 10 weeks[1]. 
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