BIO89-100, a Novel Glycopegylated FGF21 Analogue, Demonstrates Robust Reduction in Serum Lipids
and Long Half-life in a Phase 1 Randomized, Controlled Single Ascending Dose Trial in Healthy Subjects
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INTRODUCTION

 FGF21 is a non-mitogenic metabolic hormone that affects energy
expenditure and glucose and lipid metabolism. FGF21 analogues in
development have been shown to improve metabolic and liver-related
abnormalities related to nonalcoholic steatohepatitis (NASH) in
pre-clinical models and human subjects, including NASH patients.
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RESULTS

BlI089-100 WAS GENERALLY SAFE AND WELL TOLERATED ACROSS ALL Treatment-Related TEAEs Reported in = 2 Subjects in Pooled BIO89-100 Treatment
STUDIED DOSES Group

No deaths, serious adverse events (SAEs), or discontinuations due to
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In the pooled BIO89-100 group were injection-site reactions and
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BI089-100 HAD A GENERALLY DOSE-PROPORTIONAL PK PROFILE

Mean Serum Concentration-Time Data of BIO89-100 After Single SC Injections:
Average Elimination Half-life Was ~55-100 Hours
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« BIO89-100 is a novel, long-acting glycoPEGylated recombinant human
FGF21, with promising effects on metabolic and liver-related parameters
In mice and monkeys. * |[njection-site reactions were more frequent in the 39 mg cohort, likely

neadache, all of which were reported as mild.
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due to a larger injection volume per injection in that cohort. R —— T, o o . o ; . 7 (16.3) S -
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The objectives of this study were to evaluate the effect of administration
of single, ascending, subcutaneous (SC) doses of BIO89-100 on safety,
tolerability and pharmacokinetic profile, immunogenicity, and
pharmacodynamic endpoints in healthy subjects.

antibodies (ADASs); however, all titers were low (<16) and did not appear
to affect the PK or safety profile.
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BI089-100 AT 9.1 MG OR HIGHER DOSES WITH A SINGLE SC DOSE HAD A ROBUST, DURABLE EFFECT ON SERUM LIPIDS & ADIPONECTIN

» A robust and durable effect on mean serum triglycerides (up to 51% decrease), LDL-cholesterol (up to 37% decrease), and HDL-cholesterol (up to 36%
increase) levels in healthy subjects, with mean baseline values within the normal range [Figures a-c, mean % changes from baseline for all parameters].

« A significant and long-lasting (apparent on Day 29) effect on serum adiponectin (up to +146% increase) [Figure d, mean % change from baseline].
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« Mean baseline labs are within normal range. < 30
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« At single doses up to /8 mg, BIO89-100 was generally safe and well tolerated in healthy subjects, with a generally dose-proportional PK profile. Supportive of weekly or once-every-2-weeks dosing regimens.
 In healthy subjects, single doses of BIO89-100 led to robust and durable reductions in serum triglycerides and LDL cholesterol and increases in HDL cholesterol and adiponectin.

* In an ongoing study (BIO89-100-002), BIO89-100 is being administered weekly or every-other-week to patients with NASH or non-alcoholic fatty liver disease (NAFLD) with high risk of NASH, to evaluate effect on liver fat content
(by MRI-PDFF) and other liver-related and metabolic parameters.




