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Background

Results

Many drug candidates for treatment of NAFLD/NASH affect both metabolic and
immunological phases of the disease. Most preclinical models used to
understand the mode of action of new drugs targeting NASH do not distinguish
between metabolic and immunological effects.
InfiCure Bio has developed a unique preclinical model, the NIF mouse, that
spontaneously develops chronic inflammation and fibrosis in the liver. The
phenotype of the model is not dependent on metabolic stress, but on a
population of transgenic NKT cells. The transgenic NKT cells in the model drive
a type 1 inflammatory response involving the activation of the NLRP3
inflammasome. The fibrogenesis of the NIF mouse depends on TGF-𝛽 signaling
and is associated with HSC activation and increased IL-33 expression. The
inflammatory/fibrotic phenotype of the NIF mouse show large similarities with
human NASH.
The NIF mouse is a new and unique tool to test the effect of new drugs for
treatment of inflammation/fibrosis, and to separate potential immunological
effects from metabolic effects, since the development of inflammation/fibrosis is
not preceded by metabolic stress.

NKT cell
TCR
β

TCRαβ transgene
NOD

α

www.nature.com/scientificreports/

Spontaneous development www.nature.com/scientificreports/
of chronic
liver
www.nature.com/scientificreports/
inflammation and fibrosis
a

Fibrogenesis involving activated HCS and increased
IL-33 expression

b

www.nature.com/scientificreports/

c

d

NIF mice spontaneously develops chronic liver inflammation from 4-weeks of
age and liver fibrosis from 6-weeks of age.
H&E-stained liver sections from (a) 4-week-old (b) 8-week-old NIF mice.
Framed areas are highlighted. Scale bars are 200 μm in the overview images
and 50 μm in the highlighted images. Picrosirius Red (PSR) stained liver
sections from (c) 6-week-old (d) 12-week-old NIF mice. Scale bars are 200 μm.
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Activation of the NLRP3 inflammasome
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