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SUMMARY

Prof Vincenzo Bettoli and Prof José Luis Lépez Estebaranz explained the key benefits of fixed-
dose combination topical therapy for acne and the properties of Acnatac®, a novel fixed-dose
combination containing clindamycin 1% and tretinoin 0.025%, which make it particularly suitable
for the treatment of adolescents with acne.

* Fixed-dose combination topical treatments for acne have many advantages over topical
monotherapies such as targeting more of the underlying pathogenic causes of acne, being
more effective at clearing acne lesions, and being more convenient for patients than applying
two medications separately

* Acne affects over 80% of teenagers and can cause psychological effects such as depression
and anxiety, as well as personal and social difficulties due to the impact of the disease on their
bodyimage

* Acnatac® is very well suited for the treatment of adolescent acne since it is highly effective
against inflammatory and non-inflammatory acne lesions in this age group with a rapid onset
of action and a very good tolerability profile. In addition, Acnatac® does not cause bleaching of
hairand coloured fabrics, and teenagers will find the medication to be easy to apply and handle
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FIXED-DOSE COMBINATION TOPICAL
TREATMENTS FOR ACNE:
ADVANTAGES OVER MONOTHERAPIES

The pathogenesis of acne involves four main disease mechanisms (Figure 1):"

1. Hyperactivity of the sebaceous gland

2. Altered keratinisation within the follicle leading to the formation of comedones
3. Colonisation of the follicles by Propionibacterium acnes (P. acnes)

4. Release of inflammatory mediators into the skin

According to the lecture given by Prof Bettoli, fixed-dose combination topical treatments for
acne which combine a retinoid with an antimicrobial agent have several advantages over topical
monotherapies:

* The two active ingredients have complementary mechanisms of action. This means that
the combination product is able to target more of the pathogenic factors of acne than either
monotherapy alone. Retinoids normalise desquamation within the follicle and inhibit the formation
of microcomedones, whereas antibiotics inhibit the growth and activity of P. acnes. In addition,
both retinoids and antibiotics have direct and indirect anti-inflammatory effects. Ultimately, by
targeting three out of the four pathogenic factors of acne, the combination of these two
active ingredients results in faster and more complete eradication of acne lesions (Figure 1).’

Figure 1. Pathogenic Factors of acne targeted by topical retinoid / antibiotic fixed-dose

combination treatments for acne
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* They are more convenient for patients than applying two medications separately. This
improves adherence with the treatment regimen which subsequently translates into improved
clinical outcomes.? Adherence with acne treatments is currently a majorissue with approximately
50% of acne patients having poor adherence with their medication and adolescents being a
high-risk group for non-adherence?*

* They are not associated with the development of antibiotic resistant P. acnes in contrast
to antibiotic monotherapy

As a result of these many advantages, the Global Alliance to Improve Outcomes in Acne Group
recommends retinoid-based combination therapy for almost all patients with acne.” Similarly,
the S3 guidelines from the European Dermatology Forum endorse topical retinoid and
antimicrobial combinations with a high strength of recommendation for patients with mild-
to-moderate papulopustular acne.’ Fixed-dose combinations which contain two antimicrobial
agents are regarded as suboptimal since they do not contain a retinoid to target microcomedones
and comedones, and so are less effective for the treatment of non-inflammatory acne lesions. In
contrast, combination treatment with a topical retinoid and an antimicrobial may be considered as
the cornerstone of acne management except for patients with the most severe acne.

“All kinds of acne patients can benefit from the use of a topical
retinoid or retinoid-based combination therapy except for patients
with the most severe disease who are under treatment with oral
isotretinoin...Fixed-dose combination products target three of the
four pathogenic factors which may induce the production of acne
and so the clearance of lesions is faster than with the individual
products.” Prof Bettoli



ACNATAC®: A NEW TOPICAL FIXED-DOSE
FORMULATION WELL SUITED FOR THE
TREATMENT OF ADOLESCENT ACNE

Acnatac®is a novel fixed-dose combination topical treatment for acne containing clindamycin 1% (as

clindamycin phosphate 1.2%) and tretinoin 0.025% in an agueous-based alcohol-free gel. Acnatac®
was recently approved in Europe for the treatment of patients with acne when comedones, papules
and pustules are present,® although it has been available in the US since 2006. This disease affects over
80% of teenagers and can have a profound impact on these patients’ quality of life causing personal
and social difficulties due to the impact of the disease on their body image and psychological effects
such as depression and anxiety.”® OF particular concern for adolescents, acne can lead to facial
scarring in up to 20% of affected patients.°

The clinical efficacy and safety of Acnatac® in acne was investigated in three multicentre, randomised, double-
blind, parallel group 12-week studies involving over 4500 patients in total, 2915 of whom were adolescents.""'?
The results from these studies revealed that Acnatac® is highly suited for the treatment of adolescents with acne.

1. Acnatac® is highly effective at treating acne in adolescents

A pooled analysis of data from the three pivotal clinical studies of Acnatac® showed that this fixed-dose
combination product was significantly more effective at reducing inflammatory, non-inflammatory and
total acne lesions than its constituent monotherapies and vehicle in adolescents with acne (Figure 2)." Twelve
weeks of Acnatac® treatment led to a 50-60% reduction in inflammatory and non-inflammatory acne lesions.

Figure 2. Lesion reduction with Acnatac® versus its components in adolescents
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2. Acnatac® has a rapid onset of action

Teenagers with acne want to see rapid results when they start treatment for their acne
and are typically impatient for results. If treatments are not rapidly effective, adolescents may
prematurely discontinue with theirtreatment regimen. An analysis of data from the Acnatac® pivotal
studies showed that Acnatac® has a rapid onset of action in the overall population of patients that
was studied. Acnatac® was shown to be 6 weeks Faster than tretinoin at treating inflammatory
lesions and 10 weeks Faster than clindamycin at treating non-inflammatory lesions.™

Prof Lépez Estebaranz

3. Acnatac® does not cause acne flaring

Adolescents do not want to use acne treatments which exacerbate their skin condition, even
if the worsening in acne is only transient. Of note, the results in the overall population of patients
investigated in the clinical studies of Acnatac® showed that this fixed-dose combination
treatment is not associated with acne faring, or a transient increase in the number of
inflammatory lesions during the first few weeks of treatment, which can be a particular problem
with topical retinoid monotherapy (Figure 3)."In this analysis, acne flaring was defined as a 20%
or greater increase in inflammatory lesion count at week 2 of treatment. Tretinoin-induced acne
flaring was only observed in the subset of patients with mild acne (i.e., acne flaring in the subgroup of
patients with mild acne who were treated with tretinoin was greater than with vehicle).

Figure 3. Acnatac® does not induce acne flaring
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4. Acnatac® is safe and well tolerated due to its unique formulation

Adolescents want acne treatments which are safe and well tolerated, and in particular desire
treatments which do not cause additional skin irritation orredness. An analysis of the tolerability
data from the overall population investigated in the pivotal studies of Acnatac® revealed that this
fixed-dose combination has very good tolerability with no new safety concerns compared with its
individual constituents. Local skin reactions such as erythema, burning, scaling, stinging and itching
were mild and not different between the treatment groups (Figure 4).'?

The low levels of cutaneous irritation associated with Acnatac® are due to its unique
fFormulation. This formulation is a water-based gel, which is less irritating than an alcohol-based gel.
In addition, Acnatac® contains two forms of tretinoin: a solubilised form which is immediately
available on the skin, and a crystalline form which is delivered into the skin in a slow and sustained
fashion.'™ Furthermore, the anti-inflammatory properties of clindamycin may also contribute to the
low irritative potential of Acnatac®.'



Figure 4. Tolerability profile of Acnatac®
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The unique formulation of Acnatac® also accounts for its more favourable tolerability profile
compared with other retinoid-based acne treatments. For example, a recent head-to-head study in
24 patients over 3 weeks showed that Acnatac® leads to significantly less stinging/burning and
itching compared with a fixed-dose combination of topical adapalene 0.1%/benzoyl peroxide

(BPO) 2.5% (Figure 5)."”
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Figure 5. Skin irritation with Acnatac® and adapalene 0.1% / BPO 2.5%

Mean cumulative 0.6
irritancy index score

0.4

0.2

B Acnatac®

0.0
Stinging

Itching

5. Acnatac® has a skin-friendly formulation and is easy to handle and apply

As mentioned above, the skin-friendly formulation of Acnatac® is well tolerated and associated with
only very low levels of skin irritation. Several other features of this formulation mean that it is likely
to be preferred by adolescents to other acne treatments, and together these characteristics may
improve the adherence of adolescents to this treatment:

* Thewater-based gel can be easily applied to the skin with the fingers

* Acnatac® contains two active ingredients and is applied once-daily to the skin. This is likely to be
more convenient for teenagers than having to apply two separate medications to their skin at
different times of the day

*  Unlike several otheracne treatments, Acnatac® does not contain BPO which can cause a problem
for many teenagers since it bleaches their hairand clothes

*  Acnatac® can be stored at room temperature, unlike certain other acne medications which have
to be stored in the fridge

*  The tretinoin component of Acnatac® is not degraded by sunlight or BPO in contrast to other
retinoid formulations

“Acnatac® is an effective fixed combination product for our acne patients.
It is as effective as other fixed combinations with improved tolerability,
and is easy to handle. These characteristics of this new drug improve the
adherence of our patients to the treatment.” Prof Estebaranz



SPOTLIGHT ON
ANTIBIOTIC RESISTANCE

Antimicrobial resistance due to antibiotic monotherapy for acne is a significant and growing global
problem. Antibiotic resistant strains of P. acnes have been isolated from over 90% of acne patients.'®"
The presence or development of antibiotic resistant bacteria can substantially reduce the efficacy of
topical antibiotics for acne and may lead to a disease relapse.’

The Global Alliance to Improve Outcomes in Acne Group has issued several recommendations
to limit the development of antibiotic resistance. These include avoiding the use of antibiotic
monotherapy, and instead using combinations of topical retinoids together with topical
antimicrobial agents to treat acne patients.’

A recent study demonstrated that Acnatac® is more effective against clindamycin-resistant
P. acnes than clindamycin monotherapy (Figure 6A), and was also more effective against highly-
resistant P. acnes (Figure 6B). This study was an open-label, split-face, 6-week investigation in which
22 patients with clindamycin-resistant P. acnes applied Acnatac® or clindamycin 1% once-daily to
either the left or right-side of their face.?

Figure 6. Effect of Acnatac® and clindamycin against (A) all clindamycin-resistant

P. acnes and (B) highly-resistant P. acnes* (log/cm?)
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*Minimum inhibitory concentration = 512 pg/mL.

Since tretinoin is not known to have an antimicrobial effect, these results suggest that the topical
retinoid in Acnatac® increases the concentration of clindamycin within the subcutaneous follicles.
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