
B6-KP

Stain Name： B6/JGpt-Trp53em1Cin(LSL-R172H)Krasem1Cin（loxP-SA-stop-SD-loxP-G12D）/Gpt

Strain Type： Targeted Mutation

Strain Number： T015831

Background： C57BL/6JGpt

Description

K-Ras(KRAS Proto-Oncogene, GTPase) is a membrane-associated GTPase signaling protein that
regulates proliferation, differentiation, and cell survival[1]. Missense mutations at codons 12, 13,
and 61 lock the protein in its GTP-bound form thus interaction with and activation of multiple
effectors [2], which promoting effects on cell proliferation and cell survival. Mutations of KRAS are
found in a variety of human malignancies, including in pancreatic cancer, colorectal cancer, and
non-small cell lung cancer at high frequency.

The tumor suppressor p53 exerts its biological function by regulating transcription of numerous
downstream target genes involved in cell cycle arrest, apoptosis, DNA repair, senescence, and
metabolism as a transcription factor[3,4]. Under unstressed physiological conditions, P53
expression is maintained at a low level. Once cells are exposed to genotoxic stresses, P53 is
posttranslationally modified through phosphorylation and acetylation, then induces cell cycle
arrest and cell death. When P53 activity is lost by gene deletion or mutations, normal cells lose the
abilities to control their growth and death, leading to immortalization and ultimately cancer[5]. The
observation that over 50% of human cancers have mutations in the p53 gene. Moreover,mutant
p53 shows oncogenic gain-of-function (GOF) activities, such as enhanced tumor progression,
metastatic potential, and drug resistance[6] .

GemPharmatech use gene editing technology to established B6-KrasLSL-G12D, B6-p53LSL-R172H and
verified their phenotypes，then breeding them to get B6-KP mice. When B6-KP mouse breeding
with Cre mouse, floxed Stop sequences will be deleted in the mouse genome when Cre
recombinase exists, KRAS G12D and P53 R172H protein are expressed with endogenous levels
following removal of the stop cassette, which allows to control of the timing, location, and the
multiplicity of tumor initiation. B6-KP model can be use to study the mechanisms of variety of
cancer and to evaluate the efficacy of immunotherapies.

Strategy



Fig.1 Schematic diagram of B6-KrasLSL-G12D model Stratery.

Fig.2 Schematic diagram of B6-p53LSL-R172H model Stratery.

Application

1. Mechanisms of cancer

2. Evaluate the efficacy of immunotherapies



Data support

1.Deletion of Flox in the pancreas of B6-KPmice, mouse developed pancreatic

cancer

Fig.3 Histopathology analysis of B6-KPC mice. B6-KP mice crossed with B6-Pdx1 Cre mice,
the pancreas, liver and lung tissues of offspring mice (B6-KPC) were taken for paraffin
embedding and HE staining. The results showed that: Compared with wild type mice, B6-KPC
mice developed pancreatic ductal cancer at 10 weeks of age, the cancer cells showed an adenoid
arrangement, and inflammatory lesions appeared in the liver and lung. At 12 weeks of age, B6-
KPC mouse pancreatic intraepithelial neoplasia complicated with pancreatic ductal cancer. The
epithelial lesions have a papillary structure, and a tubular structure composed of transparent cells
can be seen to develop into pancreatic ductal cancer. At the same time, cancer cells metastasize in
lung and form to cancer nest. Inflammatory cell infiltration can be seen within liver and lung.
( Note: 200x, bar=50µm. black arrow: inflammatory cell infiltration; red arrow: pancreatic ductal
carcinoma, tumor cells line up as glandular tubes; green arrow: pancreatic intraepithelial neoplasia;
yellow star: cancer cells metastasize in lung and form to cancer nest ).
Take togather：B6-KP mouse can crossing with Cre mice to study the occurrence, development
and metastasis of cancer.

Risk：The incidence of B6-KP and Pdx1-cre co-expressing subcutaneous adenomas is high.
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