B6-hPD1/hCD28
Strain Name：C57BL/6- Pdcd1em1Cin(hPDCD1) Cd28em1Cin(hCD28)/Gpt
Strain type：Knock-in
Strain number：T004279
Background：C57BL/6JGpt

Description
PD1 (programmed death 1) is a programmed death receptor 1, an immunoglobulin superfamily type I
transmembrane glycoprotein. It is an important immunosuppressive molecule and a member of the CD28
super family. Immunomodulation targeting PD1 has important implications for anti-tumor, anti-infection,
anti-autoimmune diseases and organ transplant rejection.
A large number of studies have confirmed that PDL1 on the surface of tumor cells in the tumor
microenvironment increases and binds to PD1 on activated T cells, transmitting negative regulatory signals,
leading to apoptosis or immune inactivation of tumor antigen-specific T cells, thereby suppressing immune
responses, in turn, promote the escape of tumor cells. Antibody blocking to PD1 or PDL1 may become a
new standard in tumor immunotherapy. At present there are some Successful drugs can be available for
clinical use, such as MSD's Keytruda (pembrolizumab, MK-3475) and BMS's Opdivo (nivolumab), are
FDA-approved first-line cancer treatments with robust anti-tumor effects.
CD28 is a member of the immunoglobulin superfamily (IgSF), expressed in 90% CD4+ T cells, 50%
CD8+ T cells, plasma cells and partially activated B cells, and is a receptor for the costimulatory molecule
B7. The costimulatory signal produced by the binding of CD28 and B7 molecule plays an important role in
T cell activation, induces T cells to express anti-apoptotic proteins (Bcl-XL, etc.), stimulates T cells to
synthesize IL-2 and other cytokines, and promotes Proliferation and differentiation of T cells.
CD28 molecules on CD8+ T cells play an important role in tumor immunity: when killer T cells (CTL,
one of the main functional cells that kill tumor cells in vivo) contact with tumors, they are stimulated and
activated by co-stimulatory signals, then exert its killing effect on tumor cells.
GemPharmatech use gene editing technology to replace the Cd28 extracellular domain of PD1
humanized mouse for the corresponding fragment of human, developed PD1 and CD28 double humanized

model independently.hPD1/hCD28 mice validated by phenotypic analysis can be used as tumor and
autoimmune studies, and become animal models for screening drugs for treating cancer and autoimmune
diseases.

Strategy

Application
1.

Evaluation of combined efficacy of anti-hPD1 and anti-hCD28

2.

Anti-hCD28 safety evaluation

3.

Anti-cancer Drug Research and Development

4.

Research on immune system

Data support
1.

PD1 and CD28 Protein expression analysis

Fig.1 Detection of PD1 and CD28 expression in B6-hPD1/hCD28 mice.
B6-hPD1/hCD28 homozygous mice can simultaneously express human PD1 and CD28.

2.

The T/B/NK cell ratio detection

Fig.2 Detection the T/B/NK cell ratio in B6-hPD1/hCD28 mice.
The proportion of T/B/NK cells in B6-hPD1/hCD28 and wild-type mice was basically the same.
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