Denifanstat, a fatty acid synthase inhibitor, achieved significant clinical improvement

in moderate-to-severe acne vulgaris: a review of mechanistic and clinical data
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* We present a review of recent mechanistic and clinical
findings demonstrates: as an Investigator Assessment (IGA) score of 0 (clear) or 1 (almost clear) with at least a 2-point Treatment success rate, % change in total lesion count and 1) of ASC40-303
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Denifanstat (Deni) was generally well-tolerated in phase 3 trial. Two categories of treatment related eve. All deni-related AEs were mild or moderate.
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vs 2.9% in placebo. All deni-related AEs were mild or moderate.

Clinical Trial Design
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« Phase 3 (ASC40-303) was a 12-week randomized, double ot =19 -
blind, placebo-controlled trial to assess efficacy and g of *
safety followed by a 40-week open label extension (ASC40- Vefiicle — 30TM 100 M 300 nM 300 M L AT Lipoteichoic Acid
304) where both arms received denifanstat 50 mg once T e e . PHA-M
daily to evaluate long-term safety and efficacy* 4% p<0.00, e way ANOVA with st hoc Boferroi test 173 T-hetper 17 clt, Teells

Preclinical studies

* Human primary sebaceous gland cells (Meisen-280-HUM) CO nCI uslons
and liver HepG2 cells were incubated with FASN inhibitors
(denifanstat and TVB-3567) and “C-acetate for 18 hours to
measure DNL inhibition via conversion of "“C-acetate
to'“C-palmitate

FASN inhibition reduced sebum lipids in human sebocytes in vitro and in participants of clinical trials in vivo
Denifanstat, an oral FASN inhibitor, significantly improved IGA scores and reduced lesion counts in patients with moderate-to-severe acne compared to placebo over 12 weeks with significant

+ Human sebocyte cells (S295) were treated with FASN improvements as early as 4 weeks and further continued clinical improvements through 52 weeks
inhibitors (TVB-3567 and TVB-3664) for 48 hours and cellular * Together, the clinical findings and preclinical mechanistic evidence support FASN inhibition as a novel oral therapeutic approach for acne that targets key aspects of acne pathogenesis by reducing
lipids were analyzed for lipidomic profiling de novo lipogenesis, sebum production, and inflammation
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