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SYNOPOSIS

B The American Academy of Dermatology guidelines for treating mild to
severe acne strongly recommend a combination of topical retinoids,
benzoyl peroxide (BPO), and/or topical or oral antibiotics'

B Topical clindamycin phosphate 1.2%/adapalene 0.15%/BPO 3.1% (CAB)
polymeric mesh gel is the only fixed-dose, triple-combination formulation
approved for acne treatment and is indicated for use in patients aged
>12 years??

® CAB showed superior efficacy to component dyads and vehicle, with
good tolerability and safety in one phase 2 and two phase 3 clinical trials
of participants with moderate to severe acne®*

B Results from a second phase 2 trial of CAB gel are reported here

OBJECTIVE

B To compare efficacy and safety of CAB gel in a head-to-head trial vs
commercially available adapalene 0.3%/BPO 2.5% (ADAP/BPO) gel

METHODS

B |n a phase 2, double-blind, 12-week clinical trial (NCT04892706),
participants with moderate to severe acne aged >12 years were
randomized (2:2:1:1) to once-daily CAB, ADAP/BPO, or 1 of 2 vehicle
gels (combined for analysis)

® Coprimary endpoints included percentage of participants achieving
treatment success (>2-grade reduction from baseline in Evaluator's
Global Severity Score [EGSS] and clear/almost clear skin) and least
squares (LS) mean absolute change from baseline in inflammatory and
noninflammatory lesion counts at week 12

e Secondary endpoints included LS mean percent change from baseline
in lesion counts at weeks 2, 4, 8, and 12

 Coprimary endpoints were further analyzed by subgroups defined by
participant age (<18 or >18 y) and sex

B Participants were considered treatment adherent if they did not miss
>5 consecutive treatment days and had applied 80%-120% of the study
treatment

B Treatment-emergent adverse events (TEAEs) were evaluated throughout

B |nvestigator-assessed cutaneous safety (scaling, erythema,
hypopigmentation, hyperpigmentation) and participant-assessed
tolerability (itching, burning, stinging) were scored at all visits on a
4-point scale (O=none to 3=severe)

RESULTS

Participants

B A total of 686 participants were enrolled, of whom 2 did not receive
study drug

* Most participants were female and White (Table 1), with a mean age
(SD) across all treatments of 20.1 (7.6) years

* The majority of participants had an EGSS of 3 (moderate) at baseline
(Table 1)

TABLE 1. Baseline Participant Demographics and Characteristics

(ITT Population)
CAB Gel ADAP/BPO Gel Vehicle Gel®
Characteristic (n=230) (n=226) (n=228)

Age, mean (SD), y 20.3(7.9) 20.5 (7.6) 19.5(7.1)
Age, median (range), y 17.5 (12-56) 18.0 (12-51) 17.0 (12-49)
Age group, n (%)

<18y 115 (50.0) 110 (48.7) 125 (54.8)

>18y 115 (50.0) 116 (51.3) 103 (45.2)
Sex, n (%)

Female [ 140(609) | 135(597) | 131(575)
Race, n (%)

White 179 (77.8) 165 (73.0) 160 (70.2)

Black/African American 24.(10.4) 26 (11.5) 28 (12.3)

Asian 16 (7.0) 19 (8.4) 27 (11.8)

Other® 11 (4.8) 16 (7.1) 13(5.7)
Ethnicity, n (%)

Hispanic or Latino | 48(209) | 53(235 | 48(21))
Lesion count, mean (SD)

Inflammatory 39.3(11.8) 37.99.1) 39.0(10.8)

Noninflammatory® 54.4 (21.1) 50.1 (18.9) 51.2(19.6)
Evaluator's Global Severity Score, n (%)

3-Moderate 201 (87.4) 198 (87.6) 204 (89.5)

4-Severe 29 (12.6) 28 (12.4) 24 (10.5)

aThe 2 vehicle groups were combined for analysis.

bIncludes American Indian or Alaska Native, multiple, and unknown/not reported.

There was a significant difference between the treatment groups (P=0.014) but it was not considered to have
ameaningful effect on efficacy outcomes.

ADAP/BPO, adapalene 0.3%/benzoyl peroxide 2.5% gel; CAB, clindamycin phosphate 1.2%/adapalene
0.15%/benzoyl peroxide 3.1% gel; ITT, intent to treat.

Efficacy

® At week 12, half of participants achieved treatment success with CAB vs
one-third with ADAP/BPO (P<0.001 vs CAB) vs less than one-fifth with
vehicle (P<0.001 vs CAB and ADAP/BPO; Table 2 and Figure 1)

m Absolute mean reductions from baseline in lesion counts were
significantly greater with CAB or ADAP/BPO vs vehicle (P<0.001, both;
Table 2)

B Percent lesion reductions at week 12 were >71% with CAB and >67% with
ADAP/BPO vs ~50% with vehicle (P<0.001, both; Table 2 and Figure 2)

e Percent lesion reductions were also significantly greater vs vehicle
at weeks 2, 4, and 8 for CAB (P<0.05, all) and weeks 4 and 8 for
ADAP/BPO (P<0.01, all; Figure 2)

TABLE 2. Efficacy Endpoints at Week 12 (ITT Population)

CAB Gel ADAP/BPO Gel Vehicle Gel?
Endpoint (n=230) (n=226) (n=228)

Coprimary endpoints
Treatment success, %° | 5130 e | 32.9%** | 18.0
Absolute change from baseline, LS mean (SD)

Inflammatory lesions =299 (11.4)*** =279 (12.2)*** -19.7 (13.1)

Noninflammatory lesions -36.8 (16.1)*** | —34.4 (17.3)*** -22.7 (17.4)
Secondary endpoints®
Percentage change from baseline, LS mean (SD)

Inflammatory lesions —76.8 (28.7)*** | —73.0 (31.3)*** -51.5(32.9)

Noninflammatory lesions —71.8 (29.4)*** | —67.2 (33.1)*** -46.4 (32.1)

***P<0.001 vs vehicle gel; ###P<0.001 vs ADAP/BPO gel.

Values have been adjusted for multiple imputation (Markov Chain Monte Carlo).

“The two vehicle groups were combined for analysis.

Defined as >2-grade reduction from baseline in Evaluator’s Global Severity Score and a score of 0 (clear) or 1
(almost clear).

cSecondary endpoints not shown here comprise treatment success and absolute changes in lesion counts at
weeks 2, 4, and 8; percent changes in lesion counts at weeks 2, 4, and 8; and 2-grade reduction in truncal
severity score at weeks 2, 4, 8, and 12.

ADAP/BPO, adapalene 0.3%/benzoyl peroxide 2.5%; CAB, clindamycin phosphate 1.2%/adapalene
0.15%/benzoyl peroxide 3.1%; ITT, intent to treat; LS, least squares.

® Images showing acne improvements with CAB are shown in Figure 3

B Treatment success rates and absolute lesion reductions in participants
stratified by age and sex were in line with the overall population (data not
shown)

FIGURE 1. Treatment Success® at Week 12 (ITT Population)
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***P<0.001 vs vehicle gel; ###P<0.001 vs ADAP/BPO gel.

Values were adjusted for multiple imputation (Markov Chain Monte Carlo).

2Defined as =2-grade reduction from baseline in Evaluator’s Global Severity Score and a score of O (clear) or
1 (almost clear).

ADAP/BPO, adapalene 0.3%/benzoyl peroxide 2.5%; CAB, clindamycin phosphate 1.2%/adapalene
0.15%/benzoyl peroxide 3.1%; ITT, intent to treat.

FIGURE 2. Lesion Reductions by Visit (ITT Population)
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*P<0.05; **P<0.01; ***P<0.001 vs vehicle gel.

Values have been adjusted for multiple imputation (Markov Chain Monte Carlo).

ADAP/BPO, adapalene 0.3%/benzoyl peroxide 2.5%; BL, baseline; CAB, clindamycin phosphate 1.2%/adapalene
0.15%/benzoyl peroxide; ITT, intent to treat; LS, least squares.

FIGURE 3. Acne Improvements With CAB Gel

21-Year-Old Female
White, Hispanic/Latina
Week 12
EGSS: 1 (almost clear)
IL: 4 (-88%) | NIL: 2 (-98%)

Baseline
EGSS: 3 (moderate)
IL: 34 | NIL: 101

15-Year-Old Male
Black, Non-Hispanic/Latino

Baseline Week 12
EGSS: 4 (severe) EGSS: 3 (moderate)
IL: 65 | NIL: 77 IL: 24 (-63%) | NIL: 34 (-56%)

14-Year-Old Male
White, Non-Hispanic/Latino

Baseline Week 12
EGSS: 3 (moderate) EGSS: 1 (almost clear)
IL: 39 | NIL: 42 IL: 0 (-100%) | NIL: 8 (-81%)

Safety

®m TEAE rates with CAB and ADAP/BPO were similar, and most TEAEs were
of mild or moderate severity (Table 3)

® For CAB-treated participants, TEAE rates were similar to the other phase
2 and the two phase 3 trial populations (24.6%-36.2%)%*

B Mean cutaneous and tolerability scores remained low (<0.8) in both active
treatment groups during the trial (where 1=mild)

TABLE 3. TEAEs Through Week 12 (Safety Population)

Photographic Images © 2025. Courtesy of Ortho Dermatologics Trial Investigators.
CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%; EGSS, Evaluator’s Global Severity
Score; IL, inflammatory lesions; NIL, noninflammatory lesions.

CAB Gel ADAP/BPO Gel Vehicle Gel?
Participants, n (%) (n=230) (n=226) (n=228)

TEAEs 83(36.1) 79 (35.0) 39 (17.1)

Related to treatment 39 (17.0) 44 (19.5) 5(2.2)
f;ir;i’:qz ﬁfs related to 0 0 0
glljs:::;l‘r;zued drug or study 6(2.6) 8 (3.5) 0
TEAE severity

Mild 43(18.7) 49 (21.7) 22 (9.6)

Moderate 38(16.5) 28 (12.4) 16 (7.0)

Severe 2(0.9) 2(0.9) 1(0.4)
Most common treatment-related TEAEs (>2% participants in any treatment)

AS pain 22 (9.6) 16 (7.1) 0

AS dryness 939 11 (4.9) 2(0.9)

AS dermatitis 3(1.3) 7 (3.1) 0

AS irritation 2(0.9) 6(2.7) 2(0.9)

“The two vehicle gel groups were combined for analysis.

ADAP/BPO, adapalene 0.3%/benzoyl peroxide 2.5%; AE, adverse event; AS, application site;

CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%; TEAE, treatment-emergent
adverse event.

CONCLUSIONS

B Fixed-dose, triple-combination polymeric mesh CAB gel was
efficacious and well tolerated in participants with moderate to
severe acne over 12 weeks, consistent with results from other
CAB phase 2 and 3 clinical trials®

B |n this head-to-head trial, CAB was statistically superior to
commercially available ADAP/BPO gel with regard to treatment
success at week 12, provided >70% lesion reductions, showed
efficacy as early as week 2, and was efficacious regardless of
participant age or sex

® CAB also demonstrated a good safety and tolerability profile
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