Denifanstat for Moderate-to-Severe Acne Vulgaris: Results from an Open-label,
Multicenter, Phase 111 Extension Study
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Introduction

Denifanstat, a fatty acid synthase (FASN) inhibitor, demonstrated efficacy and a
favorable safety profile in the randomized, double-blind, placebo-controlled phase 3
ASC40-303 trial (NCT06192264). Once-daily administration of 50 mg for 12 weeks
resulted in significantly higher treatment success rates than placebo, defined as
Investigator's Global Assessment (IGA) score of 0 or 1 with = 2-point reduction from
baseline, along with improvements in total, inflammatory, and noninflammatory lesion
counts. Based on these findings, the ASC40-304 open-label, extension study
(NCT06248008) was conducted to evaluate the long-term safety.

Materials and Methods

The ASC40-304 study design is depicted in Figure 1. The primary safety endpoints evaluate the

incidence of treatment-emergent adverse events (TEAEs), serious adverse events (SAEs), and

treatment discontinuations driven by AEs
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Baseline 1 was defined as the assessment obtained before initiation of treatment in the 12-week randomized, double-blind ASC40-303
study. Baseline 2 was defined as the assessment obtained before initiation of treatment in the 40-week extension study (ASC40-304),
after completion of the 12-week randomized, double-blind studly.

In the open-label ASC40-304 study, participants with an IGA Grade 0 at Baseline 2 may not be dispensed study drug. During the 40-
week treatment period, treatment may be discontinued at the investigator’s discretion if an IGA Grade 0 or 1 is achieved and may be
reinitiated if deemed necessary by the investigator.

Figure 1. Study design

Of 240 enrolled patients, 239 comprised the safety population: 116 in the continuous
denifanstat arm (1 untreated) and 124 in the placebo-to-denifanstat switch arm.
Baseline features were well-balanced in ASC40-303, but diverged at ASC40-304 entry
post-12-week double-blind treatment. Disease severity was Ilower In the
Denifanstat/Denifanstat group vs. Placebo/Denifanstat (Grade 3/4 I1GA: 24.2% vs.
44 .3%; TLC: 42.6 vs. 65.2; Table 1).

Table 1. Baseline Demographics & Clinical Features
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Denifanstat demonstrated favorable safety and tolerability regardless of whether the
ASC40-303 baseline (capturing cumulative exposure) or the ASC40-304 baseline
(reflecting extension period safety) was utilized (Table 2). Compared with the 12-week
ASC40-303 period, 52-week exposure yielded higher rates of selected mild (Grade 1-2)
treatment-related AEs, primarily dry eye, dry skin, and skin desquamation, alongside
low-frequency mild TEAEs (1% and <5%).

Table 2. Summary of Safety Outcomes

Denifanstat Placebo
/Denifanstat /Denifanstat Total
(N=115) (N=124) (N=239)
Assessment Based on Baseline 1 (cumulative safety from randomization)
All TEAE 88 (76.5) 108 (87.1) 196 (82.0)
Serious adverse events 0 2(1.6) 2(0.8)P
Permanent discontinuation of Study 0 0 0
Drug Due to AEs
Treatment-Related TEAEs of 0 0 0
CTCAE Grade 23
;rezaf)tj/i‘%?tpﬁ':;f: TEAEs Occurring 22 (19.1) 14 (11.3) 36 (15.1)
Dry skin 10 (8.7) 7 (5.6) 17 (7.1)
Dry eye disease 9(7.8) 5 (4.0) 14 (5.9)
skin desquamation 6 (5.2) 3 (2.4) 9 (3.8)

Assessment Based on Baseline 2 (safety during open-label extension)

All TEAE 70 (60.9) 86 (69.4) 156 (65.3)
Serious adverse events 0 2(1.6) 2 (0.8)
Permanent discontinuation of Study 0 0 0
Drug Due to AEs

Treatment-Related TEAEs of 0 0 0
CTCAE Grade 23

Treatment-Related TEAEs Occurring 0 0 0

in 25% of Patients

Note: Data are n (%).

Following randomization, the two treatment groups showed broadly comparable efficacy.
Using Baseline 1 (Figure 2, Panel 1), mean reductions in TLC, ILC, and NILC were
73.00%, 78.08%, and 68.29% in the Denifanstat/Denifanstat group versus 70.70%,
75.75%, and 65.52% Iin the Placebo/Denifanstat group. Treatment success rates were
57.8% and 55.6%, respectively, while IGA reductions of 22 points were observed in 62.1%
and 59.7%. Efficacy generally plateaued by Weeks 24-36. Figure 2, Panel 2 presents
cumulative efficacy from Baseline 1 for the denifanstat/denifanstat group and open-label
efficacy from Baseline 2 for the placebo/denifanstat group.

Panel 1: Cumulative efficacy from randomization
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Panel 2: Efficacy during open-label extension
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Figure 2. Efficacy outcomes at end of study

(N=116) (N=124)

Gender, n(%)

Male 31 (26.7%) 47 (37.9%)
Female 85 (73.3%) 77 (62.1%)
Age, year, Mean (SD) 22.5(4.13) 22.3 (3.33)
BMI, kg/m2, Mean (SD) 21.075 (3.1846) 21.132 (3.3315)
Assessment Based on Baseline 1
|GA Score

0 0 0

1 0 0

2 0 0

3 101 (87.1%) 106 (85.5%)

4 15 (12.9%) 18 (14.5%)
TLC 102.8 (25.27) 103.2 (24.39)
ILC 42.0 (12.21) 43.5(11.80)
NILC 60.8(19.25) 59.7 (20.93)
Assessment Based on Baseline 2
|GA Score

0 2 (1.7%) 0

1 41 (35.3%) 21 (16.9%)

2 45 (38.8%) 48 (38.7%)

3 27 (23.3%) 49 (39.5%)

4 1 (0.9%) 6 (4.8%)
TLC 42.6 (27.20) 65.2(37.69)
ILC 14.4(11.92) 22.9(16.72)
NILC 28.3 (19.23) 42.2(27.49)

Notes: TLC: total lesion count; ILC: inflammatory Ies-3n courﬂ NILC: non- /nflammatory Jesrgin
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Notes: EOS: End of study includes the final visit after 40-week open-label extension or early termination. CFB: change from baseline.
Treatment Success was defined as Investigator’s Global Assessment (IGA) score of 0 or 1 with a = 2-point reduction from baseline (in
patients with baseline IGA 23).

Conclusions

B Favorable Long-Term Safety Profile (up to 52 weeks)
* Denifanstat 50 mg QD was safe and well-tolerated in moderate-to-severe acne.

* No drug-related SAEs or permanent treatment discontinuation due to AEs were
observed. ' i
B Continued |mprovement and sustained efflcacy
. Continued Iong term treatment y|eIded cumulatlve iImprovements in IGA response
rates and lesion counts with sustalned efflca-ey after 24-36 wks.
- Extended Exposure Safety Trends (52-WK vs. 1+2 -WKk):
*. Longer exposure. sﬁmwed a shghtlncreasetn selected mild (Grade 1-2) TRAEs.

Emergence of nev}fTEAEs was, restrlcted to Iow frequeney, mild events
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