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Antibody Drug Evaluation

hiFcRn

humanized Knock-in FcRn mouse
BGN-chrtem1(FCGRT)Gmcr

The hiFcRn mouse model is a next-generation humanized knock-in FcRn model, engineered
using CRISPR/Cas9 on the C57BL/6 genetic background. In this model, the murine FcRn gene
has been precisely replaced with the human FcRn gene, enabling more accurate preclinical in
vivo testing of antibody-based therapeutics. This model is particularly valuable in the rapidly
expanding fields of antibody-drug conjugates (ADCs) and therapeutic antibodies, providing a robust
platform for in vivo pharmacokinetic (PK) and pharmacodynamic (PD) studies to accelerate
novel drug development (Gemcro, Scientific Reports, 2025).
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*IHH: A triple mutation (lle-His-His) in the Fc region that completely abolishes its interaction with FcRn, serving as a control.

*PFc29: An engineered modification in the Fc region designed to enhance interaction between human IgG & human FcRn.

The hiFcRn mouse model expresses human neonatal FcRn under the control of the endogenous
mouse promoter, maintaining physiological expression levels. This design overcomes interspecies
differences in FcRn-IgG binding affinity that limit translational relevance in conventional models.
Trastuzumab pharmacokinetic studies revealed a human-like serum half-life, confirming effective
FcRn-mediated recycling.

I Advantage I » Complete absence of murine FcRn protein expression, I

ensuring exclusive human FcRn expression.

I I » A humanized model engineered using CRISPR/Cas9. I
F

eatures » Murine FcRn gene precisely replaced with the humans.
+ Optimized for evaluating the half-life of antibody therapeutics.

I I » PK/PD test for Antibody-based drugs. I
A

pplications ™ - Preclinical study for Antibody-drug conjugates (ADCs).
» Comparison of Fc-engineered antibodies.
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