The bispecific anti-FGFR1/KLB agonist antibody bFKB1 attenuates non-alcoholic
steatohepatitis and atherosclerosis in LdIr-/-.Leiden mice
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Introduction Treatment with bFKB1 improves hepatic steatosis, inflammation and bFKB1 inactivates hepatic inflammatory and
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(Nigh fat diet ‘ HFD + bFKB1 (n=13) > Hepatic macrovesicular steatosis (A) was significantly reduced in bFKB1-treated mice compared to
=0 t=20 t=32 weeks those treated with the isotype control (A+B). Microvesicular steatosis (A) on the other hand was
completely abolished with the bFKB1 antibody (A+C). Furthermore, bFKB1 treatment reduced the
number of inflammatory aggregates in the liver (A+D). The NAS score, calculated as the sum of

hepatic steatosis and inflammation was significantly decreased in bFKB1-treated mice. Histologically , _ .
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Underlying mechanisms of the DbFKB1 treatment were collagen was significantly inhibited by bFKB1, as reflected by the newly incorporated hydroxyproline lipid/energy metabolism pathways and a number of fibrosis
investigated by hepatic transcriptomics analysis (NGS). in the liver (G). pathways.

In bFKB1-treated mice, 88 pathways were significantly enriched
(top 15 shown here). Among these pathways were several
inflammatory pathways, for example leukocyte extravasation
signaling and IL-8 signaling, that were mostly inactivated by bFKB1

Effects on NASH and atherosclerosis were assessed
histopathologically and biochemically (including D,O analysis

bFKB1 improves metabolic parameters and reduces atherosclerotic lesion size and lesion severity Conclusions

P N e = AT

- - - A v~
bFKB1 lowered body weight and adipose tissue The bispecific anti-FGFR1/KLB agonist antibody bFKB1 has strong

v
O
O

Mdass (B,) W't,hOUt reducing food intake, lowered g _ metabolic effects in HFD-fed LdIr-/-.Leiden mice. While no FGFR1c
tprlizslyr/T;Zrligseil.lrIlI:rs]:\apfETmI?vteorthe(i:gr?’lelsit/eerrolliSir:j(: é § 2.37 gt%”""' ) 223 . recep.tor is .present in .the. Iiyer, these .benefi.cial effect.s are
, o ’ T 2 S 2.0- §g 80 T S Lo l associated with a reduction in liver steatosis and inflammation as

anc hepatlc. IL-18 protein levels were also é < s T 8L Ehiie . 'g“E 200 well as atherosclerosis. Liver fibrosis was not affected within the
decreased with bFKB1 treatment. § | = é N 81123 treatment period studied, but analysis of new collagen formation
, , 10" % 5 4007 § E 60 and profibrotic transcriptional programs indicate that the

In the vasculéture, bFKB1 hac antl.-athe.rogemc S 05 é é 200- g 4 treatment may have antifibrotic potential in a longer treatment
ie:fet;tes, ;c;v;/tei:nri;c)c:tzz'lo‘itg\)er$;<i:leracitr:zrlce)z::cl>2r2;esa 0.0- 2 é 0 23 : duration in line with recent clinical results of FGF21 mimetic class

| Il 11 IV \Y} Valve of molecules.

lowering effect of bFKB1 was attributable to a mm HFD + isotype control =3 HFD + bFKBH

reduction in the severe type V lesions (D).
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