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ABSTRACT

Background: Clascoterone cream 1% is a topical androgen receptor inhibitor approved for the treatment of acne vulgaris in patients
>12 years of age. The American Academy of Dermatology recommends topical combination therapy using medications that target
different mechanisms of acne pathogenesis. This 20-week, open-label, pilot study (NCT06336603) evaluated the efficacy and safety of
clascoterone cream 1% combined with adapalene gel 0.3% in patients with acne.

Methods: Patients aged >12 years with moderate-to-severe acne applied clascoterone cream 1% twice daily and adapalene gel 0.3%
once daily for 16 weeks. Efficacy assessments included Investigator's Global Assessment (IGA) score; inflammatory, noninflammatory,
and total lesion counts; and Dermatology Life Quality Index (DLQI) through week 16. Tolerability and safety were assessed from local
skin reactions and adverse events through week 20.

Results: Twenty patients were enrolled; 17 completed the study (female, 53%; mean [standard deviation (SD)] age, 22 [10] years).
At week 16, 65% of patients achieved an IGA score of clear (0) or almost clear (1). From baseline to week 16, there were significant
reductions in lesion counts (mean [SD] percent reduction: inflammatory, 90.5 [10.1]; noninflammatory, 84.8 [13.5]; total, 87.3 [11.4];
all P<0.001) and DLQI score (mean [SD] reduction, 3.7 [6.2]; P=0.02). Treatment was well tolerated, with most local skin reactions
reported as absent or trace, and no adverse events reported.

Conclusions: This open-label pilot study shows promising results for combination treatment with clascoterone cream 1% and

adapalene gel 0.3% for the treatment of patients with acne.

J Drugs Dermatol. 2026;25(6):545-550. doi:10.36849/JDD.9761

cne vulgaris is among the most common dermatologic
Aconditions worldwide."? Acne typically begins

during adolescence and may persist into adulthood,
particularly in women.*® Acne vulgaris is characterized by
hyperseborrhea, noninflammatory lesions (open and closed
comedones), and inflammatory lesions (papules-pustules,
nodules, and cysts), most often affecting the face and trunk.35¢
The pathophysiology of acne is multifactorial, involving excess
sebum production, follicular hyperkeratinization, Cutibacterium
acnes colonization, and inflammation.””® Sebum production
is largely regulated by androgens such as testosterone and
5a-dihydrotestosterone, which bind to androgen receptors in
sebocytes and activate gene expression that drives lipogenesis
and sebocyte differentiation.” The resulting excess sebum
triggers downstream pathways that culminate in lesion
formation.™
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Clascoterone cream 1% is a first-in-class topical androgen
receptor inhibitor approved for the treatment of acne vulgaris
in patients 12 years of age and older.’ In two Phase 3 trials
(NCT02608450 and NCT02608476), clascoterone cream 1%
monotherapy demonstrated superior efficacy vs vehicle,
significantly reducing acne severity and lesion counts, and
showed a favorable safety profile, which was maintained during
up to 9 months of treatment in an extension safety study.’®
Although no studies have fully characterized the mechanism
of action of clascoterone cream 1%,'® evidence from in vitro
studies suggests that it competes with dihydrotestosterone to
bind to androgen receptors and inhibits downstream androgen-
regulated sebum production and associated inflammatory
pathways."®? Consistent with this, treatment with clascoterone
cream 1% for 12 weeks significantly reduced casual facial
sebum levels in patients with mild-to-moderate acne.”
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Given its efficacy and safety, clascoterone cream 1% is
included among the topical therapies (topical retinoids, benzoyl
peroxide, topical antibiotics, salicylic acid, and azelaic acid)
recommended by the American Academy of Dermatology
(AAD) for the treatment of acne of any severity. Notably, it
remains the only topical antiandrogen approved to treat acne.??
The AAD recommends multimodal therapy combining topical
agents with mechanisms of action that target different aspects
of acne pathogenesis.?? As the only topical treatment that targets
androgen-induced sebum production, clascoterone cream
1% is potentially a key component of combination treatment
regimens.?' Therefore, combining clascoterone cream 1% with
adapalene gel 0.3%, a topical retinoid, represents a rational
therapeutic strategy to directly reduce androgen-driven sebum
production while also addressing follicular hyperkeratinization
and inflammation.192023.24

In a pilot study, clascoterone cream 1% was stable when
combined with other topical acne medications in vitro,
including adapalene gel 0.3%. However, no clinical studies have
evaluated the efficacy and safety of clascoterone cream 1% in
combination with adapalene gel 0.3% in patients with acne.®
The objective of this study was to evaluate the efficacy and
safety of clascoterone cream 1% in combination with adapalene
gel 0.3% for the treatment of patients with moderate-to-severe
acne.

MATERIALS AND METHODS

Study Design

This was a 20-week, open-label, pilot study (NCT06336603)
conducted from February 13, 2024, to October 29, 2024. The
protocol was approved by a central Institutional Review Board
prior to study initiation. The study was conducted in accordance
with the principles of the Declaration of Helsinki, Good Clinical
Practice guidelines, and all local and regulatory regulations. All
patients and/or parents or guardians provided informed consent
prior to study initiation.

Patients

The study enrolled male and nonpregnant female patients >12
years of age of any race with moderate-to-severe facial acne
(Investigator’s Global Assessment [IGA] score of 3 [moderate]
or 4 [severe]). Patients were excluded if they had an allergy or
hypersensitivity to any component of the study medications,
skin disease/disorder that might interfere with the diagnosis or
evaluation of acne, recent alcohol or drug abuse, or were using
any of the following prohibited medications: over the counter
acne medications or bleaching agents within 1 week of Visit 1;
topical retinoids, topical antibiotics, benzoyl peroxide, dapsone,
cryotherapy, chemical peels, or microdermabrasion within 2
weeks of Visit 1; oral antibiotics for acne or investigational drugs
within 4 weeks of Visit 1; or oral retinoids or laser resurfacing
and dermabrasion within 24 weeks of Visit 1.
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Treatments and Assessments

All patients applied a thin layer of clascoterone cream 1%
(approximately 1 g) to affected areas twice daily (morning and
evening), and a thin layer of adapalene gel 0.3% to the face
and other affected areas of the skin once daily in the evening.
Efficacy assessments included IGA, using a 6-point scale from 0
(clear) to 5 (very severe); inflammatory lesion count (ILC); and
noninflammatory lesion count (NILC). The impact of acne on
patients’ quality of life was evaluated using the Dermatology
Life Quality Index (DLQI), with scores ranging from 0 (no effect)
to 30 (maximum effect).?® All assessments were administered at
baseline and every 4 weeks through week 16.

The primary efficacy endpoint was the percentage of patients
achieving an IGA score of clear (0) or almost clear (1; IGA 0/1)
at week 16. Secondary efficacy endpoints included percent
reductions in ILC, NILC, and total lesion count (TLC) from
baseline to week 16. Improvement in skin-related quality of
life was evaluated based on the reduction in DLQI score from
baseline to week 16. Safety and tolerability assessments
included the frequency and severity of adverse events (AEs)
assessed at week 4 and every 4 weeks thereafter through week
16, and the current severity of local skin reactions (erythema,
scaling, dryness, oiliness, burning/stinging, and pruritus),
graded at screening, baseline, and every 4 weeks through week
16. Investigators graded the severity of erythema, dryness,
peeling, and oiliness on a 5-point scale from 0 (absent) to 4
(severe) and interviewed patients to determine the severity of
pruritus and burning/stinging, which was graded on a 6-point
scale from 0 (absent) to 5 (severe).

Statistical Analysis

As this is a pilot study, no formal sample size calculation was
performed. The intention-to-treat population included all
enrolled patients and was used for all analyses. Continuous
variables were reported using means and standard deviations
(SDs), and categorical variables using frequencies. Statistical
significance was determined using 2-sided Wilcoxon rank sum
tests (lesion counts) and Wilcoxon signed rank tests (DLQI).
P values <0.05 were considered statistically significant.

Demographics and Baseline Clinical Characteristics

The study enrolled 20 patients; 1 patient withdrew consent after
4 study visits, and 2 were lost to follow-up; the remaining 17
patients completed the study and were included in this analysis.
The majority of patients were female (52.9%), and the mean
+ SD age was 22 + 10 years (range, 13-44 years; Table 1). At
baseline, the majority of patients had moderate acne (IGA score,
3;70.6%), and the mean + SD DLQI score was 5.6 + 6.1 (Table 1).
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Efficacy

IGA score

The percentage of patients with IGA 0/1 increased over the
16-week study period following combination treatment with

TABLE 1.

Demographics and Baseline Clinical Characteristics
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clascoterone cream 1% and adapalene gel 0.3% (Figure 1).
At week 4, only 1 (5%) patient (95% confidence interval [Cl],
0%-31%) had an IGA score of 0/1 (Figure 1); 10 (59%) patients
had mild acne, and 6 (35%) patients had moderate acne. The
percentage of patients with IGA 0/1 increased to 59% (95% ClI,
33%-81%) at week 8; 5 (29%) patients had mild acne, and 2
(12%) patients had moderate acne. At week 16, 11 (65%) patients
(95% Cl, 39%—-85%) achieved an IGA score of 0 (5 [29%] patients)
or 1 (6 [35%] patients; Figure 1); 6 (35%) patients had mild acne,

Mean + SD 22£10 and no patient had moderate acne. By week 16, all 17 patients
Range (min-max) 13-44 achieved a >1-point improvement from baseline in IGA score.
Sex, n (%)
Female 9 (52.9) Lesion Counts
1 1 1 0,
Male 8 (47.1) Combination treatment with clascoterone cream 1% and
L. adapalene gel 0.3% resulted in significant reductions in lesion
Race/ethnicity, n (%)
Asian 4(23.5)
Black 4 (23.5) FIGURE 1. Proportion of patients with an IGA score of clear or almost
. . clear through week 16.
Hispanic 5(29.4)
White 4(23.5)
100 -
80 -
IGA, n (%) )
Moderate 12 (70.6) L)' 60
c
Severe 5(29.4 2
( ) = 40 1 5
Lesion counts, mean + SD o
ILC 229+ 1138 20 A
NILC 32.1+18.6 0
TLC 54.9 + 26.6 Week 4 Week 8 Week 12 Week 16
DLQI score, mean + SD 5.6 + 6.1 Study visit
DLQI, Dermatology Life Quality Index; IGA, Investigator’s Global Assessment; Error bars show the 95% confidence intervals.
ILC, inflammatory lesion count; max, maximum; min, minimum; NILC, IGA, Investigator's Global Assessment.
noninflammatory lesion count; SD, standard deviation; TLC, total lesion count.
FIGURE 2. Reduction in lesion counts (ILC, NILC, and TLC) through week 16.
80 -
€60
3 9 P <0.001
o P =0.002
540 1 o P 0001 P <0.001
[ o, P <0.001 =
2 e 44.5% P <0.001 P <0.001 P <0.001
[a] P <0.001 P <0.001
:/_>I 20 A P <0.001
% -87.3%
54.4% -84.8%
20 oA 69.9% TW'Z% T -90.5%
79.8% -84.7%
-20 + + + + +
Baseline Week 4 Week 8 Week 12 Week 16
Study visit
—eo—Inflammatory —e—Noninflammatory —e—Total
Data labels show the mean percent reductions from baseline. P-values signify differences from baseline.
ILC, inflammatory lesion count; NILC, noninflammatory lesion count; SD, standard deviation; TLC, total lesion count.
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FIGURE 3. Improvement in DLQI score through week 16.
14 -
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=
o

[oe]

Mean x SD DLQI score

Baseline  Week 4 Week 8 Week 12 Week 16
Study visit

The DLQI score ranges from 0 (no impact) to 30 (greatest impact); higher scores indicate greater impairment in QoL.
Data labels show the mean reductions from baseline. P-values signify differences from baseline.
DLQI, Dermatology Life Quality Index; QoL, quality of life; SD, standard deviation.

TABLE 2.

Frequency and Severity of Local Skin Reactions Through Week 20

Erythema
Absent/trace 13 (76%) 15 (88%) 17 (100%) 17 (100%) 16 (94%) 17 (100%)
Mild 4 (24%) 2 (12%) 0 0 1(6%) 0
Moderate 0 0 0 0 0 0
Dryness
Absent/trace 17 (100%) 17 (100%) 17 (100%) 17 (100%) 17 (100%) 17 (100%)
Mild 0 0 0 0 0 0
Moderate 0 0 0 0 0 0
Peeling
Absent/trace 17 (100%) 17 (100%) 17 (100%) 17 (100%) 17 (100%) 17 (100%)
Mild 0 0 0 0 0 0
Moderate 0 0 0 0 0 0
Oiliness
Absent/trace 13 (76%) 14 (82%) 16 (94%) 16 (94%) 16 (94%) 16 (94%)
Mild 3(18%) 3(18%) 1(6%) 1(6%) 1(6%) 1(6%)
Moderate 1(6%) 0 0 0 0 0
Burning
Absent/trace 17 (100%) 17 (100%) 16 (94%) 16 (94%) 17 (100%) 17 (100%)
Mild 0 0 1(6%) 1(6%) 0 0
Moderate 0 0 0 0 0 0
Pruritus
Absent/trace 16 (94%) 15 (88%) 15 (88%) 16 (94%) 16 (94%) 17 (100%)
Mild 1(6%) 2 (12%) 1 (6%) 1(6%) 1(6%) 0
Moderate 0 0 1(6%) 0 0 0

Data are shown as n (%).
Investigators graded the severity of erythema, dryness, peeling, and oiliness on a 5-point scale from 0 (absent) to 4 (severe) and interviewed patients to determine the
severity of pruritus and burning/stinging, which was graded on a 6-point scale from 0 (absent) to 5 (severe).
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counts after 16 weeks (Figure 2). At week 4, ILC, NILC, and TLC
decreased by 54.4%, 34.2%, and 44.5%, respectively, compared
with baseline; these improvements continued through week 16,
with reductions of 90.5%, 84.8%, and 87.3%, respectively, from
baseline. Reductions in ILC, NILC, and TLC were statistically
significant at all assessed time points (all P<0.002; Figure 2).

Quality of Life

Patients experienced significant reductions in DLQI scores at
most time points through week 16 of combination treatment
(Figure 3).The mean = SD DLQI score decreased from 5.6 + 6.1 at
baseline to 2.8 + 2.9 at week 4 (change from baseline, -2.9 + 5.4;
P=0.04), 2.4 + 2.8 at week 8 (change from baseline, -3.2 + 6.4;
P=0.03), 2.4 + 2.3 at week 12 (change from baseline, -3.3 + 6.7;
P=0.06), and 1.9 + 2.2 at week 16 (change from baseline, -3.7 +6.2;
P=0.02; Figure 3).

Safety and Tolerability

Most local skin reactions were reported as absent or trace
throughout the study. Mild erythema was reported in 4 (24%)
patients at baseline, decreasing to 1 (6%) patient at week 16,
and was absent by week 20. Mild oiliness occurred in 3 (18%)
patients at baseline and 1 (6%) patient from weeks 8 through 20.
Mild pruritus was reported at all visits up to week 16, affecting
1 (6%) patient at weeks 8, 12, and 16, and 2 (12%) patients at
week 4. One patient reported moderate pruritus at week 8.
Mild burning was reported in 1 (6%) patient at weeks 8 and 12.
Except 1 case of mild oiliness, all other local skin reactions were
reported as absent or trace by week 20 (Table 2). No AEs were
reported.

DISCUSSION

The results of this 20-week pilot study are promising and support
the efficacy and safety of clascoterone cream 1% combined with
adapalene gel 0.3% in patients with moderate-to-severe acne.
The primary and secondary endpoints were met, with nearly
two-thirds of patients achieving clear or almost-clear skin by
week 16, along with significant reductions in lesion counts and
improvements in quality of life. Treatment was well tolerated,
with the majority of local skin reactions graded as absent or
trace, and no AEs were reported.These findings suggest that dual
targeting of androgen-driven sebum production and follicular
hyperkeratinization with clascoterone cream 1% and adapalene
gel 0.3%, respectively, is a feasible and effective approach for
managing acne, consistent with the AAD guidelines.?

No studies to date have directly compared the efficacy and
safety of combination treatment with clascoterone cream 1%
and adapalene gel 0.3% vs either agent as monotherapy. In the
pivotal Phase 3 trials, 16.1% and 23.3% of patients treated with
clascoterone cream 1% and adapalene gel 0.3% monotherapy,
respectively, achieved IGA 0/1 at week 12."7?” By comparison, a
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higher proportion of patients in the current study (41%) achieved
IGA 0/1 at week 12 following combination treatment with
clascoterone cream 1% and adapalene gel 0.3%. Additionally,
clascoterone cream 1% monotherapy resulted in reductions
from baseline in the ILC, NILC, and TLC up to 46.9%, 30.6%, and
37.3%, respectively, at week 12 across the Phase 3 trials; the
corresponding reductions for patients treated with adapalene
gel 0.3% were 62.5%, 52.1%, and 55.6%, respectively."”? In
contrast, the combination treatment in our study resulted in
mean percent reductions at week 12 in ILC, NILC, and TLC of
84.7%, 77.2%, and 80.5%, respectively, which were numerically
greater than those reported with monotherapy. Together, these
findings suggest that combining clascoterone cream 1% and
adapalene gel 0.3% may provide additive therapeutic benefits,
resulting in more robust disease control than either agent alone.

A limited number of studies have reported the efficacy and
safety of clascoterone cream 1% in combination with other
topical agents. In an 8-week, open-label trial, clascoterone 1%
cream plus clindamycin phosphate 1.2%/adapalene 0.15%/
benzoyl peroxide 3.1% gel resulted in an approximate 60%
reduction in ILC by week 8, with improvements as early as week
1 and a favorable tolerability profile.® Two Canadian case series
similarly showed that adding clascoterone cream 1% to existing
regimens, including clindamycin 1%/benzoyl peroxide 5% gel,
topical retinoids, spironolactone, or isotretinoin, significantly
improved acne severity, with fewer AEs, and greater patient
satisfaction.?**® Collectively, these studies highlight the benefit
of incorporating a topical antiandrogen into combination
regimens for acne management.

This study has limitations, including a small sample size, an open-
label design, and the absence of comparator arms (clascoterone
cream 1% or adapalene monotherapy, or vehicle), which restricts
generalizability and prevents assessment of the individual
contributions of clascoterone cream 1% and adapalene gel
0.3%. The short treatment duration also precludes assessment
of long-term safety or durability of response. Nonetheless,
the findings from this study are promising and warrant further
investigation of the concomitant use of clascoterone cream
1% and adapalene gel 0.3% for the treatment of acne in larger
studies.

CONCLUSION

In this open-label pilot study, combination treatment with
clascoterone cream 1% and adapalene gel 0.3% significantly
reduced acne severity from moderate at baseline to clear or
almost clear at week 16, accompanied by a significant reduction
in lesion counts and improvements in quality of life. The 20-
week regimen was well tolerated, with no AEs reported. These
findings indicate that combining clascoterone cream 1% with
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adapalene gel 0.3% is a safe and effective treatment strategy for
patients with acne, consistent with the AAD’s recommendation
to use multimodal therapy targeting multiple aspects of acne
pathogenesis.
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