BKS.Cg-m +/+ Lepr®/)

Stock #: 000642

Strain Common Names: Lep®; Lepr-; db; lepr®; diabetic mice ~ Type: Mutant Strain (Targeted Mutation)

Strain Highlights

Mice homozygous for the diabetes spontaneous mutation (Lepr®’) become obese at
approximately 3 to 4 weeks of age. Elevations of plasma insulin begin at 10 to 14 days
and elevations of blood sugar at 4 to 8 weeks. Homozygous mutant mice are polyphagic,
polydipsic, and polyuric. The course of the disease is markedly influenced by genetic
background. A number of features are observed on the C57BLKS background, including
an uncontrolled rise in blood sugar, severe depletion of the insulin-producing beta-cells
of the pancreatic islets, and death by 10 months of age. Exogenous insulin fails to control
blood glucose levels and gluconeogenic enzyme activity increases. Peripheral neuropathy
and myocardial disease are seen in C57BLKS-Lepr® homozygotes. Wound healing is
delayed, and metabolic efficiency is increased.

Although normal in body weight, blood glucose, and plasma insulin, heterozygotes
(Lepr®/+) also have increased metabolic efficiency and can survive a prolonged fast
longer than controls. Experiments involving destruction of the ventromedial nucleus of
the hypothalamus suggest that Lepr® may cause a defect in the hypothalamus. Steroid
sulfotransferase enzymes, aberrantly expressed in diabetic mice, interact with the Lepr®
mutation as modifiers of gender differences in obesity-induced diabetes susceptibility.
Because of the sterility of Lepr® homozygotes, the misty (m) mutation has been
incorporated into stocks for maintenance of the diabetes mutation. The repulsion double
heterozygote (m +/+ Lepr®) facilitates identification of heterozygotes for breeding.

Characteristics

« Exhibit hyperglycemia « Severe liver steatosis

« Develop progressive obesity o Lepr® homozygote females are sterile
o Exhibit polyphagia, polydipsia, and polyuria e« Exhibit hypercorticism

« High triglyceride levels « Abnormal islet of Langerhans

« Severe insulin resistance morphology (atrophy)

Body Weight Information

Body weight data are from mice fed a diet containing 6% fat (LabDiet® 5K52/5K67).

Key Features

+ H2-Haplotype: d
« Model for type 2 diabetes
(NIDDM)

Availability

Inventories of

BKS.Cg-m +/+ Lepr®/] mice
are available from our

Bar Harbor, ME facility.

Pricing

For current pricing visit
the JAX® Mice database
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