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Purpose: Acne is a chronic inflammatory skin condition affecting mainly teenagers and adults as well. Guidelines recommend
retinoids as a first-line treatment for mild-to-moderate acne. However, dermocosmetics in adjunct could potentially improve efficacy
and tolerability. This study was conducted to determine the effectiveness and safety of a dermocosmetic cream containing salicylic
acid, lipohydroxy acid, niacinamide, Aqua posae filiformis, procerad and zinc salt in the treatment of mild-to-moderate acne vulgaris in
adjunct to different regimens of adapalene compared to adapalene only.

Patients and Methods: This randomized, controlled, parallel-group, evaluator-blind study was conducted over 8 weeks on male and
female acne subjects at five teaching hospitals in Indonesia. A total of 291 participants were enrolled and divided into three treatment
groups: Group A adapalene 0.1% cream nightly — Group B dermocosmetic cream daily + adapalene 0.1% cream every two nights —
Group C dermocosmetic cream daily + adapalene 0.1% cream nightly. Clinical evaluations of treatment included scoring on Global
Evaluation of Acne (GEA) scale, lesion count (Indonesian Acne Expert Meeting scale), treatment tolerability and treatment satisfac-
tion. Evaluations were performed on Day 28 and Day 56 of treatment.

Results: After 28 and 56 days of treatment, all groups exhibited improvements across the various measures. Data analysis, utilizing
Anova for repeated measurements, revealed a statistically significant difference between Groups C and A for reduction of GEA scores
(p = 0.038) in favor of Group C. On Day 56, percentages of subjects with GEA Scale improvements of at least 1 grade in comparison
with baseline were in Group C (61.7%) followed by Group A (47.9%) and Group B (45.3%). Better treatment tolerance and
satisfaction scores were noted in Groups B and C.

Conclusion: Combination of the dermocosmetic cream with adapalene showed higher efficacy, tolerability and satisfaction in
comparison to adapalene alone.

Keywords: mild and moderate acne vulgaris, adjunct to Adapalene, dermocosmetic cream

Introduction
Acne vulgaris is a skin condition that affects the pilosebaceous units, typically characterized as a non-inflammatory

disease (open and closed comedones) or chronic inflammation (papules and pustules).' According to the Global Burden
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of Disease study, acne vulgaris affects 85% of the population with the highest age-specific epidemiology between 12 and
25 years and is estimated to impact 9.4% global population, thus making it the eighth most common disease
worldwide.'? Currently, the increasing incidence of acne vulgaris in late adolescence and young adults is a global
issue.” The prevalence of acne vulgaris in Southeast Asia ranges from 40% to 80% of cases, while according to records
from Indonesian Cosmetic Dermatology, there has been a continuous increase, with 60% of acne vulgaris patients in
2006, 80% in 2007, and reaching 90% in 2009.’

Acne consistently represents one of the most common skin conditions in the population, as mentioned in studies conducted
in the United Kingdom, France, and the United States.* Androgen production during puberty can be a reason why acne
vulgaris is so common in the late adolescent population, regardless of socioeconomic status, ethnicity and race, or gender.'

Treatment options for acne vulgaris are available in topical and systemic regimens. Acne treatment recommendation
is given based on its severity. The international guidelines for management of acne recommend topical retinoids as a first-
line treatment of mild-to-moderate acne,” while systemic (oral) antibiotic therapy is indicated for moderate-to-severe
acne.® The major concern in the current treatment of acne vulgaris with antibiotics is the resistance of Cutibacterium
acnes (C. acnes), particularly in monotherapy. Indeed, there is still a high prescription of topical antibiotics, which raises
the issue of increasing antibiotic resistance these past years,” thus making alternatives to antibiotics a key topic in the
literature. Accordingly, efforts are being made to reduce the use of antibiotics, including through adjuvant therapy.®’
Another issue in acne management is the low adherence to treatment, which is partly due to a lack of quick efficacy,
complex regimens and adverse events of topical or systemic drugs.'®'® Adjunctive therapy for acne vulgaris may
include intralesional steroids, comedo extraction, laser treatment, and dermocosmeceuticals depending on the clinical
presentation.® Dermocosmetics can have an important role in the management of acne, either to improve milder forms of
acne, to complement the efficacy of drugs, maintain their benefit when they are stopped, or improve the tolerance of acne
medications.'*'> When treating acne, it is important to target the four pathophysiological factors involved such as
hyperkeratinization, hyperseborrhea, inflammation and microbiome dysbiosis, including a disbalance between C. acnes
phylotypes and Staphylococcus epidermidis, while maintaining a strong skin physical barrier. Aqua posae filiformis is one
of the key active ingredients. When cultivated in a medium containing La Roche-Posay (LRP) thermal spring water,
Vitreoscilla filiformis transforms into a “super bacteria” called Aqua posae filiformis with important properties.
Vitreoscilla filiformis biomass has been widely used in cosmetics and has been shown to modulate the major free radical
scavenger, mitochondrial superoxide dismutase, which can be induced in skin cells.'® Aqua posae filiformis has shown
increased efficacy in terms of stimulating Beta Defensin 4 and S100 Calcium-Binding Protein A7.'¢

This clinical study assessed the benefit in acne of a dermocosmetic cream (DC-Eff, Effaclar® Duo+, La Roche-Posay
Laboratoire Dermatologique, France) that contains salicylic acid, lipohydroxy acid, niacinamide, 2-oleamido-1,3-octa-
decanediol, piroctone olamine, zinc gluconate, procerad, the pre- and probiotic aqua posae filiformis, and LRP thermal
water (referred to as “combination cream” hereafter).

Materials and Methods

Study Design

This was a randomized, controlled, parallel-group, multicenter, evaluator-blind study. This trial was conducted at five
teaching hospitals in Indonesia (Central Public Hospital Dr. Cipto Mangunkusumo Hospital Jakarta, Presidential Gatot
Soebroto Central Army Hospital Jakarta, Regional Public Hospital Dr. Moewardi Surakarta, Regional Public Hospital

Dr. Saiful Anwar Malang, Central Public Hospital Dr. M Djamil Padang). This study was conducted from
September 2022 to December 2022.

Patients Profile

Inclusion criteria were males and females aged 15-50 years, with mild-to-moderate acne vulgaris (according to Indonesia
Acne Expert Meeting scale [[AEM, details of the IAEM guide are provided as Supplementary Data, Data S1] and Global
Evaluation Acne [GEA] scale), and willing to participate in the study. Exclusion criteria were patients with a history of

systemic diseases that can affect acne course/persistence such as metabolic and hormonal diseases, patients using systemic or
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topical drugs or cosmeceuticals or aesthetic treatments related with acne vulgaris, the use of other acne therapies (systemic/
topical drugs or invasive treatments) over the preceding 30 days, pregnant or breastfeeding women, allergic reaction to dermo-

cosmeceutical ingredients.

Ethics

This research has received ethical approval from the University of Indonesia, registered as KET-782/UN2.F1/ETIK/
PPM.00.02/2022, with NCT Clinical Trial number NCT05497323. The patients in this manuscript have given written
informed consent for the clinical trial and to publication of their case details including images. There were no participants

under 18 years of age. This study complied with the Declaration of Helsinki.

Method
The study methodology and study flow diagram are summarized in Figures S1 and S2, respectively.

A total of 300 subjects (60 subjects per center) were to be enrolled and randomly divided into three groups (Group A:
subjects only receiving adapalene 0.1% cream nightly, Group B: subjects receiving combination cream daily and
adapalene 0.1% cream every two nights, and Group C: subjects receiving combination cream daily and adapalene
0.1% cream nightly), for eight weeks. The study design incorporated these three treatment groups to evaluate the
different regimens: The primary comparison between Groups C and A aimed to assess the potential benefit of adding
a dermocosmetic to daily adapalene use. The comparison between Groups B and C was designed to evaluate the
consistency of the study by confirming the dose effect of adapalene (every night vs every two nights) when combined
with a dermocosmetic. Lastly, the comparison between Groups A and B sought to determine if reducing adapalene
frequency while adding a dermocosmetic (Group B) could maintain efficacy comparable to daily adapalene use alone
(Group A).

Patients were instructed not to take oral or topical daily supplements related to acne vulgaris during the study. Facial
skin wash was provided to the patients to minimize bias. All patients received the same standardized neutral facial
cleanser during the study, and they were asked not to wear makeup or facial scrubs during the study.

The sample size was determined by comparing the number of lesions (both inflammatory and non-inflammatory)
and the global acne score. An 80% power and a confidence rate of 95% were used. The final sample size of
300 participants was determined based on an effect size of 100 lesions for inflammatory lesion count and a standard
deviation of 2.75.

Initial examinations were to be carried out on Day 0 (DO0) and clinical evaluations of treatment effectiveness were to
be carried out every 4 weeks for 8 weeks, ic on Day 28 (D28) and Day 56 (D56):

a. Investigators assessed treatment effectiveness on acne severity based on GEA scale and lesion count (IAEM
scale), and on sebum levels using a JANUS II full facial skin analysis system (One Simple Ver. 2.53 one-click
automatic, Bomtech Electronics Co., Ltd., Korea).

b. Patient’s quality of life (QOL) was assessed using Cardiff acne disability index and acne QOL questionnaires.

c. Standardized photographs were taken at each time point.

d. Patients’ satisfaction (graded on a 1 [lowest satisfaction] to 5 scale) and treatment tolerability (graded on a 1
[highest tolerability] to 4 scale) were evaluated separately by the investigators and the patients.

Univariate analysis was performed on numerical and categorical data. Shapiro—Wilk normality test was applied to
measure data normality. Numerical data were reported using mean =+ standard error. Proportion comparisons among
groups were assessed using Chi-square test and its alternative Fisher test. Mean comparisons among groups at each serial
timing were assessed using the one-way Anova test, and the value changes from D0-D28-D56 were then compared using
the repeated measurements Anova test. When Anova for repeated measurements found significant p-values (p < 0.05),

the analysis was continued to post-hoc analysis using Bonferroni tests.

Clinical, Cosmetic and Investigational Dermatology 2024:17 https: 2285

Dove:


https://www.dovepress.com/get_supplementary_file.php?f=474331.docx
https://www.dovepress.com/get_supplementary_file.php?f=474331.docx
https://www.dovepress.com
https://www.dovepress.com

Sitohang et al Dove

Results
A total of 291 participants were enrolled in the study, with an even distribution across the three treatment groups. For
baseline demographic data, see Table S1. The study population consisted entirely of individuals of Asian ethnicity, with
the majority being female (60%), having phototype IV skin (79.5%), aged over 25 years (55.3%), of Javanese descent
(54%), and possessing a higher level of education (54%).

Representative photographs of Group A (Figure 1), Group B (Figure 2) and Group C (Figure 3) patients obtained at
baseline and on Day 28 and Day 56 of treatment are presented hereafter (one example per group):

Treatment Effectiveness

After 56 days of treatment, all three treatment groups exhibited improvements across the various measures, especially in the GEA
scale (Table 1, Figure 4). There was a statistically significant difference between Group C and Group A in terms of reduction of
GEA scores (p = 0.038, Table 1). Data analysis, utilizing ANOVA for repeated measurements, revealed several key findings. In
the primary comparison between Groups C and A, Group C demonstrated significantly better reduction in GEA scores at Day 28
(p=0.007) (Table 2) and a strong tendency towards significance at Day 56 (p = 0.052). The comparison between Groups B and C,
designed to evaluate the consistency of the study by evaluating the already demonstrated dose effect of adapalene, showed
a tendency towards significance at Day 28 (p = 0.072) and reached statistical significance at Day 56 (p = 0.024), supporting
a dose-dependent response. Finally, the comparison between Groups A and B suggested similar efficacy in GEA score reduction
throughout the study period.

DO D28 D56

Figure | Group A: Adapalene 0.1% cream nightly.

DO D28 D56

Figure 2 Group B: combination cream daily and Adapalene 0.1% cream every two nights.
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DO D28 D56

Figure 3 Group C: combination cream daily and Adapalene 0.1% cream nightly.

This is further supported by the data presented in Table 3, showing percentages of subjects presenting with GEA scale
improvements of at least 1 grade between study visits for each group. The highest GEA improvement percentage
observed in the final evaluation (Day 56) in comparison with baseline was found in Group C (61.7%), followed by
Group A (47.9%) and Group B (45.3%).

Subjects in all three groups showed a non-statistically significant reduction in the IAEM scale for Inflammatory
Lesions, IAEM scale for Non-Inflammatory Lesions, and IAEM scale for Total Lesions over time (Table 1). There was

a trend towards a numerically higher reduction of inflammatory lesion count from baseline in Group C compared to

Table | Comparison of GEA, IAEM, and Janus Scores Between the Treatment Groups

Variable Treatment (Group) p
A (n=97) B (n=99) C (n=97) Anova for repeated
measurements
Mean (SE) Mean (SE) Mean (SE)

GEA Scale

DO 2.14 (0.06) 221 (0.07) 233 (0.07) 0.038*

D28 2.00 (0.06) 2.00 (0.07) 1.98 (0.08)

D56 1.63 (0.07) 1.74 (0.07) |.64 (0.07)
IAEM Scale Comedone

Do 27.03 (2.14) 26.14 (1.94) 25.64 (1.96) 0.350

D28 24.78 (2.88) 22.23 (2.13) 21.00 (1.76)

D56 13.31 (0.97) 13.98 (1.45) 13.97 (r.21)
IAEM Scale Papule

Do 6.76 (0.67) 7.70 (0.73) 8.66 (0.78) 0.789

D28 4.95 (0.43) 5.48 (0.51) 5.72 (0.62)

D56 3.86 (0.39) 4.64 (0.42) 4.93 (0.55)

(Continued)
Clinical, Cosmetic and Investigational Dermatology 2024:17 htps: 2287

Dove:


https://www.dovepress.com
https://www.dovepress.com

Sitohang et al Dove

Table | (Continued).

IAEM Scale Pustule

DO 2.04 0.31) 1.97 (0.30) 1.97 (0.32) 0.493
D28 1.09 (0.17) 1.49 (0.25) 1.78 (0.43)
D56 0.73 (0.16) 0.78 (0.16) 077 (0.14)

IAEM Scale Nodule

DO 026 (0.09) 0.42 (0.12) 022 (0.08) 0.443
D28 0.19 (0.07) 020 (0.08) 0.18 (0.06)
D56 0.04 (0.03) 0.06 (0.04) 0.02 0.01)

JANUS U ZONE

DO 482.89 | (61.79) | 369.03 | (43.07) | 597.06 | (76.81) 0416
D28 53129 | (54.92) | 49039 | (47.20) | 669.66 | (84.57)
D56 539.02 | (49.45) | 48594 | (4536) | 56422 | (54.60)

JANUS T ZONE

DO 1500.98 | (209.05) | 1086.75 | (138.78) | 1902.25 | (268.36) 0.263
D28 1162.15 | (148.90) | 1073.18 | (139.04) | 1641.66 | (225.31)
D56 907.14 | (96.84) | 998.05 | (121.06) | 1482.74 | (199.44)

Notes: *statistically significant (p<0.05).
Abbreviations: n=number of subjects at baseline; SE=standard error.

A and B (Table 2 and Figure 5). There were no noticeable differences between groups for the reduction of non-
inflammatory and total lesions after 56 days of treatment.
No significant difference was found on sebum levels (Janus scores) over time and among the three groups (Table 1).

Group A
—— Group B
© —— Group C
£
2
o 0
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£ _
5 < 0.2
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G
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-
g =08: ¢ 10 20 30 40 50

Day

Figure 4 Comparative analysis of changes in GEA scores from baseline between the three groups over the 56-day experimental period. The reduction of GEA scores was
numerically higher in Group C compared to A and B, and the statistical analysis showed a significant difference between Groups A and C on Day 28.
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Table 2 Change of GEA and

Treatment Groups

Total, Inflammatory and Non-Inflammatory Lesion Counts from Baseline Across

Change from baseline

Group

n | Mean

Mean SD

n | Mean

SD

p-value

GEA

D28 | 96 | 0.15

052 | 95

0.21 0.48

94 | 0.35

0.50

A-B=0.325
A-C=0.007*
B-C=0.072©

D56 | 96 | 0.52

0.62 | 95

0.47 0.70

94 | 0.69

0.61

A-B=0.681
A-C=0.0528%
B-C=0.024"**

Total lesion count

D28 | 96 | 540 | 2049 | 95

7.72 14.50

94 | 8.69

15.99

A-B=0.257
A-C=0.453
B-C=0.502

D56 | 96 | 1833 | 17.95 | 95

17.37 | 19.76

94 | 1741

19.85

A-B=0.775
A-C=0.695
B-C=0.950

Inflammatory lesion count

D28 | 96 | 2.90

6.12 | 95

3.13 6.86

94 | 3.40

7.24

A-B=0.648
A-C=0.257
B-C=0.505

D56 | 96 | 4.47

6.13 | 95

4.78 8.09

94 | 531

8.74

A-B=0.638
A-C=0.389
B-C=0.674

Non-Inflammatory lesion count | D28 | 96 | 2.5l 1820 | 95

4.59 11.68

94 | 5.29

12.75

A-B=0.581
A-C=0.578
B-C=0.891

D56 | 96 | 13.86 | 1581 | 95

12.59 | 1531

94 | 12.10

14.65

A-B=0.967
A-C=0.734
B-C=0.895

Notes: For Group C (values in bold): *statistically significant (p<0.05) compared to Group A; @tendency towards significance (p=0.072) compared to
Group B; Stendency towards significance (p=0.052) compared to Group A; **statistically significant (p<0.05) compared to Group B.

Table 3 Percentage of Subjects with at Least | grade
Improvement of the GEA Scores Between Study Visits
Day Group A | Group B | Group C
DO to D28 19.8% 24.2% 34%+@
D28 to D56 37.5% 32.6% 37.2%
DO to D56 (Final Evaluation) 47.9% 45.3% 61.7%+%

Notes: *statistically significant (p<0.05) compared to Group A; @tendency towards
significance (p=0.072) compared to Group B; **statistically significant (p<0.05)
compared to Group B; §tendency towards significance (p=0.052) compared to

Group A.

Treatment Tolerability and Satisfaction
The study included an assessment of treatment satisfaction and tolerability, which were evaluated separately by both the

investigators and the subjects themselves.
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Mean change from baseline
Inflammatory lesions count

Figure 5 Comparative analysis of changes in inflammatory lesion count from baseline between the three groups over the 56-day experimental period. There was a trend
towards a numerically higher reduction in Group C compared to A and B, although no statistically significant difference could be demonstrated (Mann-Whitney test)

between the groups.

10

Treatment Tolerability Evaluation

Significant differences were observed in the investigators’ tolerance scores among the three treatment groups (p < 0.001
on Day 28, p = 0.005 on Day 56) (Table 4). Group A, which received adapalene cream alone, had a higher score,
indicating lower tolerance compared to Groups B and C on both Day 28 and Day 56. On the other hand, when assessing

20

30

Day

40

Group A
—— Group B
—— Group C

50

Table 4 Comparison of Investigators’ and Patients’ Tolerability Evaluation Among the Treatment Groups

Evaluation Treatment (Group) p-value between
groups®
B Cc
n % n % n %

Investigators’ Tolerability score

D28 1-2 58 60.40% 91 95.80% 91 96.90% <0.001*
3-4 38 39.50% 4 4.30% 3 3.20%

D56 1-2 62 64.50% 84 89.40% 8l 86.20% 0.005*
3-4 34 35.40% 10 10.70% 13 13.90%

p-value D28-D56 within group® 0.904 0.135 0.212

Patients’ Tolerability score

D28 0 96 100.00% 0 0.00% 0 0.00% 0.814°
1-2 0 0.00% 90 94.70% 87 92.60%
3-4 0 0.00% 5 5.30% 7 7.50%

D56 0 96 100.00% 0 0.00% 0 0.00% 0.314°
1-2 0 0.00% 84 89.30% 8l 86.20%
3-4 0 0.00% 10 10.70% 13 13.90%

p-value D28-D56 within group® | 0.040* 0.785

Notes: *statistically significant with p<0.005; *Chi square test,

C Groups only, 1-2 and 3—4 levels were combined.

|1-2 and 3—4 levels were combined; ®McNemar test; ccomparison between B and
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the patients’ tolerance score, no significant difference was observed between Groups B and C. The majority of subjects in

both groups scored 1-2, indicating good tolerance (92-94%).

Treatment Satisfaction Evaluation

There was a significant difference in the investigators’ evaluation of patient satisfaction among the three groups (p < 0.001)

(Table 5). Both Groups B and C had higher satisfaction scores, with the majority scoring 4-5, compared to Group A on both

Day 28 and Day 56.

Table 5 Comparison of Investigators’ and Patients’ Satisfaction Evaluation Among the Treatment Groups

Evaluation Treatment (Group) p-value between
groups *
n % n % n %
Investigators’ Satisfaction Score
D28 | | 1.00% 0 0.00% 0 0.00% <0.001*
2 21 21.90% | 1.10% | 1.10%
3 47 49.00% 18 18.90% 17 18.10%
4 27 28.10% 71 74.70% 71 75.50%
5 0 0.00% 5 5.30% 5 5.30%
D56 | | 1.00% | 1.10% 0 0.00% <0.001*
2 17 17.70% | 1.10% 3 3.20%
3 39 40.60% 13 13.80% 14 14.90%
4 39 40.60% 72 76.60% 64 68.10%
5 0 0.00% 7 7.40% 13 13.80%
p-value D28 - D56 within group® 0.021 0.503 0.276
Patients’ Satisfaction score
D28 0 96 100.00% 0 0.00% 0 0.00% 0.100¢
2 0 0.00% 2 2.10% | 1.10%
3 0 0.00% 27 28.40% 19 20.20%
4 0 0.00% 57 60.00% 71 75.50%
5 0 0.00% 9 9.50% 3 3.20%
D56 0 96 100.00% 0 0.00% 0 0.00% 0.267¢
| 0 0.00% | 1.10% 0 0.00%
2 0 0.00% 2 2.10% 3 3.20%
3 0 0.00% 10 10.60% 20 21.30%
4 0 0.00% 68 72.30% 60 63.80%
5 0 0.00% 13 13.80% 1 11.70%
p-value D28 - D56 within group® | 0.005 0.623

Notes: *statistically significant with p<0.005; *Chi square test, -2 and 3—4 levels were combined; "McNemar test; “comparison between B and

C Groups only, 1-2 and 34 levels were combined.
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In terms of patients’ evaluation of satisfaction, there was no significant difference between Groups B and C. The
majority of subjects in both groups scored 4-5, indicating high satisfaction. In Group B, there was a significant increase
in the number of subjects scoring 45 between Day 28 and Day 56, suggesting an improvement in satisfaction over time.

Quality of Life

Both acne QOL and Cardiff Acne Disability Index questionnaires revealed significant improvements over time in each
group (p < 0.001, Table 6). However, no significant difference was found among the three groups. Group C had the
highest Acne QOL score improvement (53.2%), followed by Group A (43.6%), and Group B (40.7%). As for Cardiff
scores, Group A had the highest improvement (21.1%), followed by Group C (17%) and Group B (13.7%).

Discussion

Acne vulgaris requires long-term therapy.'” Treatment options can be considered based on the severity, ranging from
mild, moderate, to severe acne. In mild acne, oral antibiotics are not needed, whereas for moderate-to-severe acne, they
can be prescribed as needed. Oral isotretinoin may also be used in severe acne.'® The use of long-term oral antibiotics
can induce bacterial resistance. A study about C. acnes sensitivity to antibiotics in acne vulgaris has been done in
Indonesia.'” In this study, Sitohang et al identified Staphylococcus epidermidis (50.5%), Propionibacterium acnes - now
called Cutibacterium acnes - (11.0%), and Staphylococcus aureus (7.7%) in acne lesions. Of note, C. acnes was 100%
sensitive to doxycycline and to minocycline, but 10% was resistant to erythromycin, clindamycin, and tetracycline. It
should also be noted that Malassezia spp might be involved in the development of acne lesions.?*'

Patient adherence to treatment is essential to achieve optimal therapeutic outcomes. Approximately 48% of acne
patients in Asia exhibit low adherence to regular acne treatment.'” Adjuvant therapy may be used to shorten the duration
of acne vulgaris therapy, eg dermocosmetics,*** acne lesion extraction,”® and vitamin D might also have a role.**

Active ingredients in dermocosmetics that are well established include niacinamide, zinc, salicylic acid, panthenol,
ceramides, and glycerin, targeting various aspects of acne pathogenesis. They improve skin barrier function by control-
ling hyperkeratinization, increasing epidermal thickness, and reducing irritation. With advancing research in acne
therapy, including studies on dermocosmetics use, some new active ingredients in dermocosmetics have been found to
provide significant effects in adjunctive acne therapy. One such active ingredient is Aqua posae filiformis, which is

Table 6 Comparative Evolution of Patients’ QOL Over Time Between the Treatment Groups

Variable Treatment (Group) p (one-way p (Anova repeated
Anova) measurement)
A B C
Mean (SE) Mean (SE) Mean (SE)

ACNE QUALITY OF LIFE
Score

DO 66.37 (2.62) 66.10 (2.54) 60.36 (2.74) 0.213 0.963

D56 8l.14 (2.40) 80.82 (2.32) 76.38 (2.52) 0.299
p-value D0-D56 within group <0.001 <0.001 <0.001
QOL change (%) 43.6% (10.4%) 40.7% (6.7%) 53.2% (12.9%) 0.674

CARDIFF ACNE
DISABILITY INDEX Score

DO 498 (0.28) 489 (0.27) 567 (0.34) 0.224 0.784
D56 3.57 0.27) 3.69 (0.28) 4.19 (0.31) 0.344
p-value D0-D56 within group <0.001 <0.001 <0.001
Cardiff score change (%) 21.1% (6.3%) 13.7% (6.9%) 17.0 (7.7%) 0.755
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a lysate of Vitreoscilla filiformis, a microorganism that thrives in thermal spring water. These active ingredients, for
example, keratolytic agents, also play a role in stabilizing the microbiome through exfoliation, thereby reducing
inflammation through immunomodulation.'*??

This study aimed to assess the effectiveness and safety of a multitargeted dermocosmetic cream as adjunctive therapy
for mild and moderate acne vulgaris. The effectiveness and safety of adapalene have been well established in numerous
studies, both as monotherapy and in combination with antibiotics.” In the present study, there was a statistically
significant difference between Group C and Groups A and B in terms of reduction of GEA scores. Overall, Group
C demonstrated the greatest reduction in GEA scores, indicating a more pronounced and statistically significant
improvement in acne severity at Day 28 versus Group A, and a strong tendency towards significance at Day 56. The
comparison between Groups B and C, designed to evaluate the consistency of the study by evaluating the already
demonstrated dose effect of adapalene, showed a tendency towards significance at Day 28 and reached statistical
significance at Day 56, supporting a dose-dependent response. Subjects in all three groups showed a trend (non-
statistically significant) for reduction in the IAEM scale for acne lesions, and there was also a trend towards
a numerically higher reduction of inflammatory lesion count from baseline in Group C compared to A and B.

As per investigators’ evaluation, subjects in Groups B and C exhibited better tolerance than those in Group A (p <
0.005). Therefore, it can be concluded that the addition of adjunctive therapy with dermocosmetics containing active
ingredients acting on the main targets of acne lesions while protecting the skin barrier significantly enhances the
effectiveness and safety of first-line therapy. Indeed, investigators’ satisfaction was higher in Groups B and
C compared to Group A (p < 0.001).

One limitation of this study is the lack of homogeneity among participants, such as hormonal imbalances or lifestyle
habits. Additionally, there are no available data on global satisfaction and tolerance reported by subjects in Group A.
These limitations suggest that a more comprehensive evaluation, including subjective measurements of satisfaction and
tolerance, can provide a more comprehensive understanding of the effectiveness of this treatment.

Another limitation of this study is the use of IJAEM (Indonesian Acne Expert Meeting) which is an Indonesian
guideline on acne vulgaris severity. The IAEM scale might not be applicable to some other (non-Indonesian) countries.

Previous studies have highlighted the potential benefits of using active dermocosmetics for managing acne:

The efficacy and tolerability of a nightly application of adapalene 0.1% used with a twice-daily (BID) non-antibiotic
combination of niacinamide, an antibacterial adhesive agent and zinc-pyrrolidone carboxylic acid were compared to
those of adapalene used in combination with the corresponding placebo cream for the reduction of acne lesions in
patients with moderate acne.”® This randomized study was conducted over a limited period of 6 weeks on a total of
140 subjects recruited in five teaching hospitals in Indonesia. Overall, there was a significantly higher decrease in the
non-inflammatory lesion counts in the combination cream group compared to placebo, but only in the first two weeks of
therapy. Regarding inflammatory lesions, there was no difference between the groups.

In a randomized study of 150 Caucasian subjects with mild-to-moderate acne, a multitargeted dermocosmetic cream
containing salicylic acid, lipohydroxy acid, niacinamide, 2-oleamido-1,3-octadecanediol, piroctone olamine, zinc, Aqua
posae filiformis, and thermal spring water applied BID for up to 56 days was shown to be as beneficial as benzoyl
peroxide (BPO) 5% gel and was better tolerated.*

The efficacy and safety of a cream containing octyl salicylic acid, salicylic acid, linoleic acid, niacinamide, and
piroctone olamine alone or combined with 5% BPO was investigated in a trial conducted over up to 56 days in a total of
67 Chinese subjects with mild-to-moderate acne randomized into 3 groups: treatment with BID cosmetic cream alone;
treatment with BID cosmetic cream combined with once-daily (QD) BPO; and treatment with QD BPO alone.?’ This
study revealed that after 56 days of treatment, the combination group had the highest rate of skin lesion clearance.

In an exploratory study conducted in 55 subjects with acne, the characteristics of the microbiota on the surface of both
skin areas without and with acne lesions was investigated, and changes in the microbiota profile after 28 days of a QD
application of either erythromycin 4% or a dermocosmetic containing lipohydroxy acid, salicylic acid, linoleic acid,
niacinamide, piroctone olamine, a ceramide and thermal spring water (Effaclar® Duo+) were determined.”® The study
showed that prior to the application of the products, the skin surface microbiota of the different sampled areas was
dominated by Staphylococcus, while Propionibacteria represented less than 2% of the population. The study
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demonstrated that erythromycin reduced the number of Actinobacteria (including Corynebacterium and
Propionibacterium) while it only had a limited antibacterial effect on Staphylococci, potentially confirming the increased
resistance of the bacterium to macrolides. By contrast, the tested dermocosmetic not only reduced the number of
Actinobacteria—it also reduced the number of Staphylococcus spp, thus confirming that the tested dermocosmetic
may be a potential alternative to topical macrolides in the management of acne that bears the advantage of not causing
antibacterial resistance of the targeted bacteria. Moreover, this study showed a similar kinetic and level of efficacy in the
improvement of both acne severity and acne lesions, including inflammatory lesions, over time.

Conclusion
The present study was designed (sample size, study duration) to enable a solid comparison between the treatment groups.
The findings of this study demonstrated a progressive improvement in acne symptoms across all three treatment groups.
Notably, the combination of the dermocosmetic cream and QD application of adapalene showed statistically significant
superior efficacy when assessed using the GEA scale. Consistency of the study was also shown through the observation
of the dose-dependency of adapalene effects. Additionally, the regimens that incorporated both the dermocosmetic cream
and adapalene exhibited higher tolerability and satisfaction compared to using adapalene alone.

Overall, previous investigations and the present results underscore the potential of integrating dermocosmetics into
acne treatment approaches, offering enhanced effectiveness and improved patient experiences.
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