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A review of effective treatments, de-
vices and others under study that
appear promising.

Aesthetic dermatology treatments continue to evolve in the United
States. In this article, dermatologists share their insights with Maruho

Derma Report on injectable neuromodulators and dermal fillers, plus
eyelash growth stimulators and devices that attack unwanted fat.

Neuromodulators

“Botox® (onabotulinum toxin A, Allergan) had been king for nearly
20 years,” says Joel Schlessinger, M.D., an Omaha, Nebraska-based
dermatologist and cosmetic surgeon.

Comparing Botox® and Dysport®. Since Dysport® (abobotulinum
toxin A, Medicis/Ipsen) earned Food and Drug Administration (FDA)
approval in 2009, use of Dysport® has been increasing, explains Dr.
Schlessinger. “Some people, including myself, believe it offers a
quicker onset (2 to 3 days, versus 4 to 7 days for Botox®); a longer
course of action (90 to 120 days, versus 80 to 110 days for Botox®),
and a potentially better price because of competition with Botox®.
In America, Dysport® seems to be offered at a 10% discount.”

Vivian Bucay, M.D., says that in her market, she is paying 20% less
for Dysport® and getting 20% more treatments. “I'm surprised it
hasn’t been more widely embraced,” she comments.

Based on labeling, explains this San Antonio, Texas-based derma-
tologist in private practice, a 100-unit Botox® vial (cost: $525) can
treat five sets of frown lines (using 20 units apiece). Conversely, a
300-unit vial of Dysport® ($475) can treat six sets of frown lines (50
units apiece). Published studies say 1 unit of Botox® is therapeuti-
cally equivalent to 2.5 to 3 units of Dysport®, says Dr. Bucay. “That
doesn’t mean Dysport® is a weaker product. You just have to know
the conversion factor,” she adds.

Dr. Bucay shares that some of her patients prefer Botox® because
the “tight” feeling it produces in muscles makes them think it's
working better. In contrast, she says, “Dysport® offers a smoothing
of the line with perhaps still a little facial movement, compared to
more of a ‘choppy’ effect with Botox®, where the skin is smooth
in some areas, but you have lines in other areas.” Some experts
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believe Dysport® has a broader field of effect, she adds. “So for
somebody who has a lot of forehead wrinkles, | probably prefer
Dysport® because | feel I'll be able to get a smoother effect.”

For some patients, says Patricia K. Farris, M.D., “Dysport® works like
a charm. Other patients don't like it as much. It's very variable.”
According to Dr. Farris, a Metairie, Louisiana-based dermatologist
in private practice, satisfaction with Dysport® depends on the pa-
tient, where the neuromodulator is injected, and how it's diluted.
“In my experience,” she says, “to treat the glabella, you need at
least 50 units of Dysport® -- maybe 60 in women, and perhaps up
to 80 units for men.”

Xeomin® - a possible newcomer. Regarding other neuromodula-
tors, Xeomin® (incobotulinum toxin A, Merz), which is awaiting an
aesthetic indication in the United States, will use equivalent unit
dosing to Botox®, says Dr. Bucay. Additionally, PurTox® (botulinum
toxin type A, Mentor) recently completed the first of three planned
Phase 3 studies, according to representatives at Mentor. The first
topical botulinum toxin product for the United States, RT0O01 (Re-
vance Therapeutics), was well tolerated and showed statistically
significant efficacy versus placebo for treating the crows’ feet in
Phase 2b trials, according to sources at Revance. Allergan is also
pursuing this indication for injectable Botox®, says Dr. Schlessinger.

Dermal Fillers

With dermal fillers, says Susan H. Weinkle, M.D., a Bradenton,
Florida-based dermatologist in private practice, “We no longer
just treat a wrinkle.” Because the aging process involves gravity,
fat redistribution, bone resorption, and loss of skin elasticity, “Re-
volumization of the face is very useful,” she explains.

Dr. Weinkle says she typically injects Juvederm® (hyaluronic acid/
HA, Allergan) in the lips, Restylane® (HA, Medicis) in the tear
troughs, Radiesse® (calcium hydroxylapatite, Merz/BioForm) in the
prejowl sulcus, and Sculptra® (poly-L-lactic acid, Sanofi-Aventis) for
global facial treatments.

Facial revolumization hitting its stride. Because Sculptra® has a
thinner consistency than Radiesse®, Dr. Weinkle explains that der-
matologists can inject it into many areas, including the temples
and cheeks. Just as Radiesse® does, “Sculptra® stimulates the cells
to produce collagen.”

Leslie S. Baumann, M.D., CEO of the Baumann Cosmetic & Research
Institute, Miami Beach, FL, has performed research trials on many
dermal fillers. She says she uses Sculptra® for skin that has a crepe-
like texture because it “tricks the cells into making more collagen,”
she explains, adding, “I call it a dermal stimulator.”

Dr. Bucay adds that in addressing the overall facial structure, “One
of the areas that has been overlooked is the temples. When | refill
somebody’s temples, often it lifts the brow and eyelids as well.”

The interest in facial volume replacement means that Radiesse®
and Sculptra® are becoming very popular, says Patricia K. Farris,
M.D., a Metairie, Louisiana-based dermatologist in private practice.
Moreover, she says that dermatologists are injecting them more
deeply than ever. By injecting along the bone to boost collagen
and deep subcutaneous tissue in the temple, cheek, and lower
face, “We are restructuring the face to appear more like it did when
it was younger.”
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Sculptra® requires 2 to 3 separate injection sessions spaced 4 to
6 weeks apart, she notes, and its results look best several months
after the last injection session. Conversely, she says that Radiesse®
possesses a gel component that provides immediate results, plus
later collagen stimulation caused by hydroxylapatite microspheres.

For the future, says Dr. Bucay, FDA approval of Radiesse® for use in
the back of the hands is pending and could happen any day. As an
opaque filler, Radiesse® is good at masking veins and tendons, says Dr.
Bucay. Belotero® (HA, Merz) also is awaiting FDA approval, she adds.

Recent improvements for other dermal fillers. Recent develop-
ments with HA fillers include the addition of lidocaine to Juved-
erm® and Restylane®. “Patients love these products,” says Dr. Farris.

More exciting, she says, is that U.S. dermatologists have adopted
the use of blunt-tipped cannulas for injecting fillers, a concept that
originated in Europe. The cannula can be the same gauge as a nee-
dle, but it has a blunt tip, so it's less traumatic as it passes through
the tissue, explains Dr. Farris. “That’s going to be revolutionary in
terms of patient acceptance of these products,” she says, adding,
“Patients fear being bruised.”

Dr. Bucay concurs explaining that many of the fillers she injects are
deeply placed for contouring, and this can create the possibility of
piercing a blood vessel. “Using a long, blunt-tipped cannula means
fewer punctures and more areas that can be reached,” says Dr.
Bucay. “Using these cannulas has probably boosted my practice
more than the addition of lidocaine to fillers has,” she adds.

Hair Growth Advances

Growing eyelashes and more. Latisse® (bimatoprost 0.03%, Aller-
gan) is not just for lashes. Many dermatologists are using it for hair
growth in other areas of the body.

Latisse® has had a positive impact on the U.S. aesthetic market,
says Dr. Schlessinger, “Although sales haven’t been quite as robust
as Allergan hoped. It looks like they'll sell somewhat less than $100
million this year.”

“Many women are absolutely thrilled with Latisse®,” explains Dr.
Schlessinger. “They find it to be a wonderful pick-me-up for their
appearance with minimal cost and effort.” A 1-month supply of
Latisse® costs around $120, says Dr. Schlessinger. “This can be
stretched to 1.5 to 2 months for maintenance treatments.”

Dr. Bucay adds, “I've been using Latisse® for hair loss in my female
patients. | have them buy a bottle of Rogaine® (minoxidil, McNeil-
PPC) and pour a bottle of Latisse® into it.”

To date, she says she’s treated about 20 patients with this combi-
nation. “One of them doesn’t have to wear a hairpiece anymore
- she’s sprouting lots of hair,” says Dr. Bucay. “My husband has
started using it. too.”

Regarding research into the potential indication for hair loss, Aller-
gan announced in 2009 that it had begun evaluating bimatoprost
for this indication. Drs. Weinkle and Farris add that some of their
patients apply Latisse® to their eyebrows.

Because Latisse® is a prostaglandin analogue, says Dr. Baumann,
“There’s no surprise you can put it anywhere on the skin and it would
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grow hair. The only problem is that some people get redness and a
rash on skin where it is applied,” Dr. Baumann explains. Latisse® also
can cause periorbital hyperpigmentation, says Dr. Weinkle.

Another potential disadvantage of Latisse® is that if it enters the eye, it
could darken light-colored irises, creating a brown coloration, says Dr.
Schlessinger. He says this side effect is associated with the glaucoma
drug Lumigan® (bimatoprost 0.01% and 0.03%, Allergan), but to his
knowledge there are no reports of it occurring with Latisse® to date.

With regard to nonprescription products, some people prefer Re-
vitaLash® (Athena Cosmetics) over Latisse® because it's a gel-like
product that's easier to apply, says Dr. Bucay. Other peptide-based
nonprescription eyelash products commonly sold in dermatolo-
gists’ offices include ElastiLash® (Obagi) and Marini Lash™ Eyelash
Conditioner (Jan Marini).

Nonprescription eyelash products avoid pigmentation issues, says
Dr. Schlessinger. “But they typically don’t work as quickly and are
somewhat less likely to provide the significant lash growth that
Latisse® offers.”

Devices for Diminishing Fat

Many U.S. physicians are excited about the following ultrasound
devices for fat removal, explains Dr. Baumann. However, these de-
vices are not yet FDA approved:

« LipoSonixm -- This device aims focused high-intensity ul-
trasound energy 1.1 to 1.6 cm beneath the skin to destroy
fat cells with heat, says Nowell Solish, M.D., who is assistant
professor of dermatology at the University of Toronto. “Typi-
cally, patients start noticing effects 6 weeks later, and they
progressively improve until around week 12.” It’s safe for all
skin tones, he says, and the approximately 200 patients he has
treated lost an average of 1 inch of waist circumference after
1 treatment. Dr. Solish says the vast majority of his patients
take analgesics to lessen the discomfort of the procedure,
which most patients rate as 2-4 on a scale of 10. “Giving them
lorazepam to relax works better,” Dr. Solish explains. “And
we've found that using a lower energy level creates much less
discomfort and so far hasn't changed results.”

« Contour I (UltraShape) -- Using nonthermal selective focused
ultrasound, this device achieves average circumference reduc-
tions of up to 4 cm with three treatments and is used for body
shaping and reducing localized fat deposits, says its manu-
facturer. Dr. Farris says that although she hasn’t used either
device yet, she hears that UltraShape’s results are more imme-
diate than those of LipoSonixm, but perhaps less dramatic.

Ulthera® for skin tightening. Already on the U.S. market is the
Ulthera® device (Ulthera Inc.), which uses focused ultrasound
to tighten the skin. In Dr. Baumann’s opinion, “It's the best skin
tightening device I've seen. Ulthera® seems to work in 85% of my
patients.” It's hard to quantify results, she says, but Dr. Baumann es-
timates that some patients achieve 50% improvement in skin laxity.

She has treated more than 80 patients in her clinic and is conduct-
ing several research trials on Ulthera®. “I believe we finally have a
good option for tightening the neck, jawline, and other areas of
sagging skin. It takes about 3 to 6 months to achieve the final re-
sult, so we give patients 2 treatments 3 months apart.”
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In contrast, Dr. Weinkle says that in her experience with the device,
“Ulthera® is painful. I've had it done personally,” she says, “and
thought it showed minimal improvement.”

Exilis radiofrequency device. Dr. Farris says she’s excited about
the new Exilis (BTL) radiofrequency (RF) device. With separate
treatment heads for the face and body, it can be used to contour
the body and tighten facial skin, she says, and it's more comfort-
able for patients than earlier-generation RF technology.

“Other interesting procedures include CoolSculpting (Zeltiq),
which uses cryolipolysis to fracture fat cells,” says Dr. Farris.

Injectable fat treatments. Dr. Baumann adds that exciting inject-
able fat treatments in FDA Phase 2 trials include the following:

+ ATX-101 (sodium deoxycholate; Kythera Biopharmaceuticals,
Intendis) -- In clinical trials for submental fat, this product has
achieved significant improvement versus placebo. Accord-
ing to Dr. Schlessinger, “ATX-101 is at the end of Phase 2 and
awaiting commencement of Phase 3.”

« LIPO-102 (salmeterol xinafoate, fluticasone propionate; Lith-
era) -- This product is being evaluated for temporary reduc-
tion of anterior abdominal fat.

Multi-Functional Cosmeceutical
Products

Products that deliver many functions gain favor.
“The days of the vitamin C cream are over,” says Patricia K. Far-
ris, M.D., a Metairie, Louisiana-based dermatologist in private
practice. “We are moving away from single-platform products,
to multi-platform products,” she explains. “We're now seeing
products that combine vitamin A, antioxidants, sunscreens,
retinol, and peptides.” Products now approach aging using
multiple beneficial ingredients, she says.

The anti-aging regimen Skin Active (NeoStrata) exemplifies
this approach, Dr. Farris says. Its active ingredients include
retinol, some innovative alphahydroxy acids, and neo-
glucosamine -- all of which boost the collagen dermal matrix.
Also incorporated into the regimen are antioxidants, includ-
ing grapeseed extract and growth factors derived from a rare
Swiss apple.

In research she is helping to monitor, preliminary findings
show that this anti-aging product outperformed the vehicle
very significantly -- in some parameters, as early as 2 weeks,
says Dr. Farris. “Because of this multiplatform approach,” she
explains, “we’re seeing improvement not only in fine lines and
wrinkles, but also in deeper lines, pigmentation, eyelid sag-
ging, and crow'’s feet.” She also likes the fact that the entire
regimen comes in a single package. “The kit can be used as a
starter kit or to travel with,” she says.

Another product, Tensage™ Intensive Ampoules SCA 40 (Bi-
opelle), includes snail (Cryptomphalus aspersa) growth factor
secretion. In Europe, says Vivian Bucay, M.D., a San Antonio,
Texas-based dermatologist. Physicians use the product to help
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heal post-radiation dermatitis. “In the United States, we use it
for photodamage,” she explains. She also uses the ampoules
to speed healing after procedures such as lasers or chemical
peels. “It works really well on wrinkles, too,” she adds.

Growth Factors Fuel Controversy

Growth factor-based products stimulate cell growth and re-
pair, explains Susan H. Weinkle, M.D., a Bradenton, Florida-
based dermatologist. Inflammation and DNA damage and
inflammation age the skin, she explains. “Applying a growth
factor can stimulate repair of these damaged cells.”

However, not all doctors are convinced of their benefits. Dr.
Bucay does not carry growth factor products, explaining that,
“Growth factors may trigger expression of pre-existing, sub-
clinical precancerous lesions.” Dr. Bucay believes this is what
happened to her and four patients for whom she prescribed a
product containing human vascular endothelial growth factor
(VEGF). “It is known that patients who have melanoma have 10
times the normal levels of VEGF, which is known to play a role
in the development and progression of melanoma,” she says.

With this in mind, she says, “We must think carefully when
choosing cosmeceuticals for each individual.”

Peptide-Based Therapies Gain Favor
Peptide-based formulations such as CELFIX™ DNA Youth Re-

covery Serum (Carefree Skincare) also are becoming popular,
says Dr. Bucay. “This serum can do what a peel or laser can-
not, namely, repair DNA. With twice daily use, Patients can
achieve a 40% to 50% decrease in UV spots, which represent
DNA mutations, within 3 months.” These results came from an
unpublished study involving more than 100 of her patients.
Dr. Bucay says the same peptides in CELFIX™ are used in other
products including Advanced Night Repair Synchronized Re-
covery Complex and Clinique Repairwear Laser Focus (both
made by Estée Lauder).

Joel Schlessinger, M.D., an Omaha, Nebraska-based dermatol-
ogist and cosmetic surgeon, adds that among cosmeceuticals
he dispenses from his office, “Nectifirm® (Revision) is unique
because it firms the neck area.” It contains peptides, plant ex-
tracts and antioxidants.

A New Method for Collagen Production

As a delivery mechanism, adds Leslie S. Baumann, M.D., elec-
tromimetic therapy (Aveeno) appears promising for stimulat-
ing collagen production. Users first apply a cream containing
copper and zing, she explains. “When you apply the second
cream, the moisture in it sparks an electric charge between
the copper and zinc, which stimulates the cells to make col-
lagen, elastin, and hyaluronic acid. It's a brand-new idea -
it's not that the cream has to penetrate the skin to make this
work, but the electric charge goes from cell to cell to deliver
active ingredients.” Dr. Baumann, who is CEO of the Baumann
Cosmetic & Research Institute, Miami Beach, FL, says that in
an unpublished study she conducted, this technology signifi-
cantly tightened under-eye skin.

Skin Lightening Options Increasing
Although prescription-strength hydroquinone products are
effective, Dr. Weinkle explains, nonprescription cosmeceuti-
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cals such as Pro-X (Procter & Gamble), which contains niacin-
amide, also provide benéefits. “Some topical antioxidants are
helpful to capture free radicals, which are important in skin
aging because they cause inflammation.” Examples include
coenzyme Q10, ginseng, coffeeberry, idebenone, and grape
seed extract.

Glytone Antioxidant Antiaging Serum (Pierre Fabre) contains
vitamin C in the form of tetrahexyldecyl ascorbate (THD), says
Dr. Bucay. Compared to more commonly used L-ascorbic acid,
“THD penetrates much deeper into the dermis, where col-
lagen production occurs.” Because THD is lipid-soluble, she
adds, the vitamin C can penetrate through cell membranes.

Research shows that THD is three times more potent than L-
ascorbic acid at the same concentration.” Also, THD produces
more collagen synthesis and less irritation,? says Dr. Bucay.
Other Glytone ingredients include vitamin E and red tea fla-
vonoids.

“| like this product because it provides a synergy of antioxi-
dants,” says Dr. Bucay. “And when | combine an antioxidant in
the morning with DNA repair at night, patients get even bet-
ter results.”

Dr. Weinkle has found dual benefits from retinoic acid.
“Retinoic acid is helpful because not only does it lighten the
skin, but it also stimulates collagenesis.” Whether prescrip-
tion strength or as a cosmeceutical (retinol), she says, retinoic
acid has the strongest scientific evidence of any ingredient for
maturing skin. For treating photodamage, Dr. Weinkle says
she frequently performs superficial chemical peels before pre-
scribing topical skin lighteners.

For skin lightening, Dr. Schlessinger uses hydroquinone-based
products. “Multiple products containing hydroquinone offer a
dramatic improvement,” he explains.

But other products are also becoming popular for this pur-
pose, he says. These include Perle Skin Brightening Cream
(NeoCutis), which targets several steps of melanin informa-
tion, and the tyrosinase inhibitor Lumixyl Topical Brightening
Cream (decapeptide-12, Envy Medical). “Both products can
provide significant lightening, but not as dramatically as hyd-
roquinone.”

Dr. Schlessinger says he also likes Redness Relief CalmPlex™
(SkinMedica), a nonprescription product designed for patients
with rosacea. The main ingredients for this product include
4-ethoxybenzaldehyde, which SkinMedica calls the only ingre-
dient proven to inhibit the release of a key natural vasodilator;
plus prostaglandin E2 and niacinamide.

Also exciting, says Dr. Bucay, is Elure (Syneron). Rather than
preventing pigment darkening, it uses topically applied lignin
peroxidase to break down existing melanin as soon as 7 to 14
days after starting treatment, she says. In several clinical stud-
ies, Elure produced a brighter and more even skin tone for
most subjects with 28 days of twice-daily use.

Sunscreens Provide Protection
The most important topical agent for the skin is sunscreen,
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Dr. Weinkle emphasizes. Because UV light damages the skin,
causes inflammation, and accelerates aging, it doesn’t matter
how many cosmeceutical products someone uses if the per-
son does not use sunscreen.

Her favorite sunscreen ingredients include the UVA/B ab-
sorber HelioPlex™ (available in Neutrogena/Johnson & John-
son products) and the UVA absorber Mexoryl™ SX (ecamsule,
available in L'Oreal Anthelios products). “You need a water-re-
sistant vehicle,” she adds, to avoid sweating off the sunscreen.

Dr. Bucay adds that she prefers physical sunscreens based
on ingredients such as zinc oxide or titanium dioxide. When
micronized, she says, these ingredients are elegant and color-
less, even if they are white when rubbed onto the skin. “They
don’t look pasty and ashy. They also sit on the skin and don't
go into the skin itself.” Unlike chemical sunscreens, she adds,
physical sunscreens do not feel greasy or generate heat upon
sun exposure. One new sunscreen that falls into this category
is Nu-Derm® Sun Shield SPF 50 (Obagi), which has 10.5% zinc
oxide and 7.5% octinoxate.

Finally, to determine which cosmeceuticals best suit particular
skin types, Dr. Baumann suggests using a system she has devel-
oped, The Baumann Skin Typing System (skintypesolutions.com).
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