Acne: Achieving Synergies
with Multiple Therapies

Experts describe which combination
therapies pack a multifaceted punch

Treating the various components of acne quickly and effectively
requires combining topical, oral and, when technology and pro-
tocols are further developed, possibly laser or light-based treat-
ments, say leading U.S. dermatologists interviewed by the Maruho
Derma Report. Additionally, these opinion leaders welcome prom-
ising new acne drugs that have entered or soon will enter the
American marketplace.

Employing a Treatment Mainstay

“Topical retinoids are a mainstay in treating acne -- they work on
both the inflammatory and non-inflammatory lesions,” says Guy
Webster, M.D., Ph.D., founder and Past President of the American
Acne & Rosacea Society (AARS).

Even though dermatologists consider topical retinoids to be main-
ly anti-comedonal, he says, “They provide plenty of antipapular
and antipustular activity too.” However, Dr. Webster says that the
main drawback of topical retinoids is slow onset of action. “If one
uses them as monotherapy,” he explains, “it takes a full 12 weeks
before a patient is satisfyingly better.”

Therefore, he typically starts patients with a topical retinoid --
usually adapalene or tretinoin -- and an oral antibiotic. “After 12
weeks,” he says, “we try to wean them from the oral antibiotic
and control them with just a topical retinoid. This works very well
in about 75% of patients.” The 25% who don’t improve enough
generally continue on both drugs and are perhaps evaluated for
isotretinoin therapy, he adds.

“We don't have something that is highly effective both in killing
Propionibacterium acnes and as a comedolytic agent,” says Hilary
Baldwin, M.D., AARS president. Therefore, she says, U.S. dermatolo-
gists favor using at least two agents, thereby achieving a synergy
that's stronger than the effect of either agent alone.
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“In order to achieve the most rapid response for acne, one must
optimize topical therapy from the beginning,” adds James Q. Del
Rosso, D.O., FAOCD, dermatology residency director at Valley
Hospital Medical Center, Las Vegas, Nev., and President-Elect of
AARS. “This means the patient would utilize a benzoyl peroxide
product in the morning -- which might also include a topical anti-
biotic such as clindamycin -- and a topical retinoid in the evening.”
Additionally, he says dermatologists must consider the fact that
some acne medications are irritating to the skin. “If you combine
products that are more irritating,” he says, “the patient will have a
greater problem with tolerability, and compliance will be affected.”

Safety for Asian Skin

Japanese dermatologists might worry that topical retinoids are too
harsh for Asian skin.

However, Diane S. Berson, M.D., an AARS board member, says,
“There’s certainly no reason not to use a retinoid for an Asian patient.
You just have to use it correctly.” “Retinoids are key not only because
they help treat existing acne, but more important, they help pre-
vent new acne breakouts,” says Dr. Berson.

“There’s no more concern regarding retinoids for Asian skin than
for any other type of skin,”adds Dr. Webster.“The main side effect for
all patients is irritation. Patients with atopy or seborrheic dermatitis will
experience the most irritation, whether they're Asian or not,” he
says. Accordingly, he avoids prescribing retinoids for patients with
these conditions.

The facial areas most prone to irritation are those around the
nose and mouth. “So | would avoid using topical retinoids on these
areas, at least in the beginning, until the patient’s skin gets used to
them,” Dr. Webster says.

New and Pending Agents

Topical dapsone 5% gel, which Dr. Webster predicted will be avail-
able in the United States by early 2009, works for mild to moderate
inflammatory acne. “Topical dapsone should be an effective ad-
dition to the products we have already. Although data regarding
its mechanism of action are lacking, it probably works most as an
anti-inflammatory agent.”

“Topical dapsone represents a totally new class of topical therapy
for acne,” says Dr. Berson. “Dapsone works as an anti-inflammatory
agent targeting neutrophils, and its results in FDA testing have
been very promising for acne,” she adds.

“Topical dapsone probably will be an adjunctive therapy, and it
definitely will be used early in treatment,” says Dr. Baldwin. Be-
cause dapsone isn't comedolytic, it will likely be used in combi-
nation with topical retinoids, she predicts. However, Dr. Baldwin
says that because dapsone is nonirritating, “It might give benzoyl
peroxide a run for its money, especially if it turns out not to be an
antibiotic and therefore free of concerns for antibiotic resistance.”

Meanwhile, the array of retinoid formulations continues to expand. “We
now have creams and gels, including tazarotene, adapalene, tretinoin.”
Dr. Berson notes. Additionally, adapalene gel 0.3% and tretinoin gel
0.05% recently became available in the United States, while adapalene
0.1% earned Japanese regulatory approval in July 2008.
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“Adapalene 0.3% gel is more effective than 0.1 % but slightly more
irritating ,” says Dr. Baldwin. American physicians consider adapalene
0.1% gel to be among the mildest topical retinoids, she adds. As such,
she explains, “It's one of the go-to medications for patients who will
not tolerate irritation and dryness. It's often used as a starting point,
before moving on to a more potent molecule such as tretinoin or
tazarotene if the patient fails to respond.” However, Alan B. Fleischer
Jr., M.D., professor and chair of the Department of Dermatology at
Wake Forest University School of Medicine, says randomized controlled
trials suggest that tretinoin microsphere 0.1% and adapalene gel
0.1% possess similar efficacy. (Nyirady J, et al. A comparative trial of
two retinoids commonly used in the treatment of acne vulgaris.
J Dermatolog Treat. 2001 Sep;12(3):149-57.).

Increasingly, manufacturers are combining retinoids with other
agents, adds Dr. Berson. Examples include tretinoin/clindamycin
and adapalene 0.1%/benzoyl peroxide 2.5%, the latter of which
could become available in the United States in 2009.

“Combining a retinoid and benzoyl peroxide in one agent targets
three of the four pathogenic factors of acne,” says Dr. Berson. These
include the following:

1. increased keratinization (targeted by retinoids)

2. bacteria

3. inflammation (both targeted by antimicrobials).

According to Dr. Berson, sebum production, which represents the
fourth pathogenic factor of acne, is also an area that researchers
are studying to try and find ways to manage this process topically.

“There’s also been a move in recent years to take greater advan-
tage of hormonal agents for women -- mainly those in birth con-
trol pills norgestimate/ethinyl estradiol, norethindrone acetate/
ethinyl estradiol/ferrous fumarate, drospirenone/ethinyl estradiol,
as well as anti-androgens such as spironolactone, because we un-
derstand that hormonal fluctuations can play a role in acne break-
outs in women,” says Dr. Berson.

Minimizing Antibiotic Resistance

As in rosacea treatment, physicians who treat acne are increasingly
concerned about the potential for oral antibiotics to create anti-
biotic resistance. Dr. Baldwin says that along with adding topical
benzoyl peroxide to antibiotic regimens, U.S. dermatologists are
seeking alternatives such as hormonal therapy, isotretinoin, and
topical retinoids to avoid oral antibiotics altogether. For patients
who require oral antibiotics, she adds, dermatologists try to shorten
the course of therapy. “As soon as you put a patient on a topical or
oral antibiotic,” Dr. Baldwin explains, “you must have an exit strategy
to prepare for discontinuation at the earliest time possible.”

Sub-antimicrobial dosing with antibiotics also has grown popular,
says Dr. Berson. For example, she says extended-release minocycline
uses doses of 1 mg/kg body weight per day. “The idea is that sub-
antimicrobial dosing will still treat the acne without some of the side
effects, such as photosensitivity and antibiotic resistance,” she says.

She adds that at the same time, foam vehicles are proving popular
for antibiotics and steroids because they allow easier coverage
of large body areas. “For people who get acne that involves hair-
bearing areas,” says Dr. Berson, “having an agent available in a
foam vehicle is great, because it can be rubbed into the scalp,
chest or back.”
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Laser and Light-Based Therapies

Photodynamic therapy (PDT), which combines aminolevulinic acid
and blue light, Dr. Berson says, “We find that it's helpful as an ad-
junct, used in combination with a topical acne regimen.”

“Light treatments without a photosensitizer aren't terribly effective
in acne,” says Dr. Baldwin. “Many laser companies are looking into
the possibility of sensitizers that get preferentially absorbed into
the sebaceous gland. Aminolevulinic acid, which was developed
as a cancer treatment, does not,” she adds. With a photosensitizer
that targets the sebaceous gland, light treatments could prefer-
entially destroy these glands. “That could be a great benefit to
patients,” says Dr. Baldwin.

Dr. Webster agrees that future acne advances likely will include
better phototherapy methods. “We know that lights and lasers
improve acne somewhat,” he states, “but there is no generally
agreed-upon regimen.” That's because no large, well-designed
study shows clear benefit from these treatments, he says.

“There are case reports from doctors who use three different mo-
dalities plus phototherapy and show that patients get better, but

this doesn’t demonstrate that phototherapy is doing anything.”

Fortunately, says Dr. Webster, “Companies are working on it. Prob-
ably in the next few years, there will be very useful light and laser
regimens for acne’”

Compliance Challenges

Even the most meticulously designed treatment regimen will
fail if patients don't use it. “Teenagers often exhibit a varying
degree of compliance based on how much they hate their
acne and how onerous the prescribed treatment is,” says Guy
Webster, M.D., Ph.D., AARS founder and past president. Many
physicians “go out of their way” to devise complicated regi-
mens because they believe patients like them, he says.

“However, studies show that this is not true;’ says Dr. Webster. “Pa-
tients like simple regimens,”he adds, “so | try to limit the number of
prescriptions | give with acne to two,” with each medication being
used once daily. “Even if a medicine is labeled for twice-daily use,”
he says, “I'll recommend once daily in the interest of maximizing
compliance.” Patients who tell their dermatologists they're using a
medication every day frequently are using it only every two or three
days, he notes. “So the simpler you make it for them,” Dr. Webster
says, “the better off they'll be.”

Furthermore, an ongoing study involving daily use of adapalene gel
0.1% by 13-to 18-year-olds shows that frequent office visits seem to
improve compliance, while daily reminders from parents may have
the opposite effect (Yentzer BA, et al. The Impact of Strategies to
Increase Adherence in the treatment of acne vulgaris: a randomized
controlled trial. Poster presentation at 26th Annual Dermatology
Nurses Association Meeting, March 25-28, 2008; Las Vegas, NV.). In
this study, patients who saw their dermatologists every two weeks
achieved a median adherence rate of 80%, versus 37% for subjects
who got daily parental reminders. Adherence was significantly
lower in the parental reminder group in the control group (P<0.05).
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Key Developments in
Treating Rosacea

New Guidelines Emphasize Evidence-Based Treatments

From clinical guidelines to basic-science research, dermatologists’
understanding of rosacea and its treatment continue to grow.

Key developments in rosacea treatment include:

« the publication of rosacea management guidelines by the American
Acne & Rosacea Society (AARS)

« the advent of sub-antimicrobial dose doxycycline

« researchers’ growing understanding of rosacea’s origins.

A Closer Look at the New Rosacea Guidelines

In mid-2008, AARS published medical management guidelines for
rosacea. (Del Rosso JQ, Baldwin H, Webster G, American Acne &
Rosacea Society rosacea medical management guidelines. J Drugs
Dermatol. 2008 Jun;7(6):531-3.) The guidelines address everything
from disease state fundamentals and quality-of-life implications to
pharmacologic treatments and skincare recommendations.

“The guidelines were developed so that clinicians, third-party
organizations, and patients could have access to the available
data regarding the medical therapies used to treat rosacea. AARS
saw the need because there’s a lot of information available on
rosacea through a variety of sources, much of which lacks scien-
tific substantiation,” says James Q. Del Rosso, D.O., FAOCD, AARS
president-elect.

Based on input from its board of directors, AARS published a
review of treatments and management considerations that are
backed up by scientific data— and the extent of the evidence
supporting their use is discussed, he says. More specifically, phar-
macologic agents discussed include those that are FDA-approved
based on Phase lll clinical trials, commonly used agents based on
extensive clinical experience, and less commonly used alternatives
reported in peer-reviewed literature.

“The guidelines reflect the importance of irritation and avoiding
triggers,” says Guy Webster, M.D., Ph.D., AARS founder and past
president. This includes choosing vehicles carefully, moisturizing,
and avoiding excessive numbers of simultaneously used prescrip-
tion drugs, he adds.

As for best practice recommendations, says Dr. Del Rosso, “There
is no one best practice — if there was, no one would need derma-
tologists. Clinicians must be both scientists and artists. They must
be able to tailor therapies to their patients and correlate therapy
with the clinical subtype of rosacea.”

This process begins with identifying a patient’s specific subtype
of rosacea, Dr. Del Rosso says. Medical therapies target primarily
inflammatory lesions and pre-lesional erythema. Lasers and light
sources target different rosacea components: telangiectasias and
fixed erythema, he notes.
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Sub-Antimicrobial Dose Doxycycline

Among rosacea treatments, Dr. Webster says, “The most remarkable
development is the concept of using doxycycline at very low doses.”
For example, a new form of extended-release doxycycline ensures
that doses remain below the threshold required for antibiotic activ-
ity. This way, he says, “Physicians can treat patients long-term with
sub-antimicrobial dose doxycycline and never worry about generat-
ing antibiotic resistance.”

Recent data show that not only is sub-antimicrobial dose doxycy-
cline effective for treating rosacea, but it's as effective as higher-
dose doxycycline (Theobald K, Bradshaw M, Leyden J. Anti-
inflammatory dose doxycycline (40 mg controlled-release) confers
maximum anti-inflammatory efficacy in rosacea. Skinmed. 2007
Sep-Oct;6(5):221-6.), says Dr. Webster. In two Phase Il FDA clinical
trials, clinical efficacy did not correlate with dosing levels (P=0.53-
0.98). “So giving patients more isn't necessary,” he says. “That’s
very important as we increasingly worry about generating resis-
tant bacteria.”

Among topical agents that AARS board member Diane S. Berson,
M.D., says she typically prescribes are metronidazole 1%, and
sometimes sulfa drugs such as sodium sulfacetamide 10%/sulfur
5%/sunscreen or sodium sulfacetamide 10%/sulfur 5% mask.

At the same time, says Dr. Webster, “We're developing an increasing
appreciation for rosacea involvement in the eye, and dermatologists
are beginning to ask about it routinely.” If patients have eye involve-
ment, he says, “Typically | treat it myself. Ocular involvement repre-
sents a reason for using doxycycline more aggressively,” namely, at
antimicrobial doses.

“For patients with rosacea,” says Dr. Berson, “we also tend to take
advantage of laser and light treatments to help with the redness
and vessels.” These include intense pulsed light, which targets red-
ness and vessels, and pulsed dye lasers, which target vessels, she
says.

Lasers and light sources indeed can reduce or eliminate the ap-
pearance of large, visible blood vessels, Dr. Webster says. “Whether
or not they help the course of rosacea has never been shown. And
rosacea is tough to judge because its symptoms come and go,” he
adds. The transient nature of rosacea symptoms would require a
very long-term study, he says, “and nobody’s done it.”

Innate Immune System’s Role

Among the most significant rosacea research in recent years is the
discovery that individuals with rosacea express abnormally high
levels of cathelicidin —a protein known for its role in protecting
the skin from infection— in their facial skin. Significantly higher
cathelicidin expression was found in rosacea then in normal skin
(P=0.015). In addition, researchers have found that the proteolyti-
cally processed forms of cathelicidin peptides found in rosacea
differ from those present in normal individuals. (Yamasaki K, et al.
Increased serine protease activity and cathelicidin promotes skin
inflammation in rosacea. Nat Med. 2007 Aug;13(8):975-80.)
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“This study suggests there’s more going on in rosacea than we
previously thought. The innate immune system may be playing
a role in activating rosacea. This explains why doxycycline might
work,” Dr. Webster says. More research is needed, he adds, but says
that “It's a sensible study and an interesting angle. | can't wait to
see what comes next.”

For the future, says Dr. Berson, “Companies are doing research with
nonsteroidal anti-inflammatory agents that when used topically
could decrease inflammatory mediators such as interleukins. Anti-
inflammatory agents are very helpful in rosacea because rosacea
involves redness and inflammation.”

Strategic Skincare

“A significant component of managing both acne and rosacea
is directing a patient’s skincare, as well as the medications
that are used. It's extremely important that the dermatologist
specify to each patient what cleanser, moisturizer and sun-
screen they want the patient to use in conjunction with their
medication, and explain how to incorporate skincare into the
regimen,” states James Q. Del Rosso, D.O., American Acne &
Rosacea Society president-elect.

Many over-the-counter skincare products can cause cutane-
ous irritation, which makes it more difficult to use prescribed
therapies, Dr. Del Rosso explains. Many patients with rosacea
have sensitive skin that is an inherent part of their disease, or that
may be related to their medications, or perhaps both, he adds.

“The bottom line is, the dermatologist must direct the thera-
py, which includes everything the patient does to his or her
skin: cleansing, moisturizing, and how and when to apply sk-
incare products and medications. So we basically give patients
an entire regimen for skincare and treatment.”

“We see acne in all ages,” adds Diane S. Berson, M.D., an AARS
board member. In adults with acne, she says, “One also must
deal with issues such as sensitive skin, dry skin, or perhaps
photodamage.” For treating photodamaged skin, she suggests
prescribing a retinoid. For dry skin, she says, “You might use
an emollient moisturizer or a noncomedogenic moisturizer, or
choose medications based on their vehicles”
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