Clinical insights from
Summer AAD Meeting

Held in Boston from July 29 to August 2, 2009, the American Academy
of Dermatology (AAD) summer meeting included a wide variety of
medical and aesthetic presentations, attracting an estimated 4,000
dermatologists from around the world. This issue highlighted the
latest news from AAD presentations on psoriasis, atopic dermatitis,
female hair loss, and botulinum toxin type A injections.

Psoriasis and Comorbidities

Treating psoriasis requires looking beyond skin and joint problems
to monitor the potential impact of several comorbidities associ-
ated with psoriasis, says Alan Menter, M.D., president of the Inter-
national Psoriasis Council (IPC), a global nonprofit organization
dedicated to advancing psoriasis research and treatment.

Patients with significant psoriasis are facing a higher risk than the general
population of developing comorbidities, including obesity, metabolic
syndrome, cardiovascular disease, certain autoimmune disorders, and
possibly fatty liver or nonalcoholic steatohepatitis (NASH), says Dr.
Menter, chairman of the Division of Dermatology at Baylor University
Medical Center, Dallas. Severe psoriatics also tend to show to an increased
incidence of smoking and alcohol consumption and higher mortality
rates than peers without psoriasis, he says.

“These problems are likely to relate remarkably to patients with more severe
psoriasis because of the inflammatory load caused by psoriasis. But we don't
yet know whether patients across the spectrum of psoriasis — including mild
and moderate cases — also may have a genetic susceptibility or other factors
that may predispose them to develop these comorbidities,” says Dr. Menter.

Relationship between Psoriasis and Comorbidities

Researchers also do not know whether the psoriasis comes first
or whether perhaps the comorbidities somehow influence the
development of psoriasis, says Dr. Menter. “The old theory was
that young people tend to develop psoriasis, so they become very
introspective and depressed. They don’t exercise, go out, or create
relationships.” Instead, the theory says, they take excessive food or
alcohol, or both, which leads to obesity and metabolic syndrome.
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According to the U.S. National Cholesterol Education Project, phy-
sicians can diagnose the metabolic syndrome by the presence of 3
or more of these components:

-Central obesity as measured by waist circumference: >40 inches (men),
>35inches (women)

«Fasting blood triglycerides =150 mg/dL

+Blood HDL cholesterol: <40 mg/dL (men), <50 mg/dL (women)

+Blood pressure >130/85 mmHg

«Fasting glucose =100 mg/dL

Regarding fatty liver, Dr. Menter says experts theorize that in
patients with psoriasis, “Abdominal fat cells, or adipocytes, are
producing cytokines such as tumor necrosis factor(TNF)-alpha,
interleukin (IL)-6 , leptin, resistin, and other chemicals associated
with fat cells. They go straight to the liver, and then the heart. So
psoriasis inflammation may become a trigger to the inflammation
arising in the fatty liver and the heart.”

Compiling Meaningful Data

To better understand the relationship between psoriasis and its comor-
bidities, Dr. Menter says, the IPC is initiating a pediatric registry this year
for young patients with psoriasis. The IPC is working with a few test sites
before opening up the registry to a wider international group, he says.

“We will make an attempt to go back to birth weights and family
histories and follow patients for 5 or 10 years to see what happens to
these children as they get older,” says Dr. Menter. These data will
help investigators determine if psoriatics are obese from birth, or if
obesity perhaps develops after the onset of psoriasis, he explains.
The registry also could help determine whether treating psoriasis
helps to control or protect against comorbidities such as obesity,
cardiac disease, and fatty liver, notes Dr. Menter. Patients with psoriasis
will be also compared with a cohort of young people with eczema.

Similarly, Dr. Menter and colleagues reviewed 10,000 patients from
clinical trial data of biologic drugs which were currently approved
for psoriasis by the U.S. Food and Drug Administration (FDA).
Pharmaceutical companies also provided information such as patient
height and weight, which allowed investigators to evaluate patients’
body mass index (BMI) in relation to BMI in the normal population.

As a result, study patients’ average BMI was 30.6, placing them in the
obese category, which researchers defined as a BMI of 30 or more.'

Regarding mortality rates, a population study has shown a significantly
higher increased risk of death in young people with more severe
psoriasis (hazard ratio: 1.5; 95% confidence interval: 1.3 to 1.7).

In light of such findings, Dr. Menter says, “Dermatologists must evaluate
all patients with psoriasis, young and old, not only just for skin and
joint issues, but also for quality of life. Furthermore, we must search all
of these comorbidities and cooperate with physicians and other specialists
in primary care to identify these problems and bring them under control.”

Learning more about comorbidity patterns also can help doctors
provide better care for patients with psoriasis overall. For example,
physicians might start looking for and treating comorbidities earlier in
psoriasis patients’ lives. And if some comorbidities do influence the
development of psoriasis, Dr. Menter says, controlling them earlier
might relieve the severity of psoriasis or perhaps even prevent it.
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Patch Testing to Children
with Atopic Dermatitis

Because contact dermatitis and atopic dermatitis (AD) frequently
occur together, an expert who has run a patch testing clinic for 40
years recommends patch testing to children with atopic dermatitis.

Many large studies show that 50% to 75% of children tested for con-
tact dermatitis at patch test clinics are atopic, says Frances J. Storrs,
M.D., professor emerita of dermatology at Oregon Health and Science
University. “In my experience,” says Dr. Storrs, “positive patch tests
and allergic contact dermatitis are found just as often or more often
in atopic patients as in nonatopic patients. Therefore, it's definitely
worth patch testing to patients with AD to try to determine what part
of their disease is caused by external allergens. And we know now that
testing to children can be done in the same way in adults is done.”

Considering severity of AD

However, patients with very severe AD are likely to show fewer posi-
tive patch test reactions, adds Dr. Storrs. Therefore, she recommends
waiting until the AD has calmed down before patch testing. This
way, she says, “You're much more likely to get positive reactions.”

A pivotal study in this area showed that when patients’ AD was
severe, researchers could sensitize only about one-third of patients to
dinitrochlorobenzine (DNCB), versus 95% of patients with milder
AD.' “This suggests that in addition to having fewer positive patch
tests when atopic dermatitis is severe, it is also harder to sensitize
AD patients at that time,” says Dr. Storrs.

Conversely, says Dr. Storrs, children less than 3 years old have more
positive patch tests than older children do. In a 337-patient European
study, researchers found a positive patch test rate of 66% for the en-
tire sample population, with a peak incidence among children less than 3
years old (88% positive patch test rate).” “There’s plenty of support for
this finding in the literature,” Dr. Storrs says, “and it's definitely worth
pursuing because it hasn't been widely commented on.”

Taking a closer look at culprit allergens

Additionally, Dr. Storrs says a few studies have shown that composite plant
allergens and disperse dyes tend to yield particularly high numbers of pos-
itive patch tests in atopic children. However, she adds, “These findings are
not particularly valuable. Usually the same positives occur in children as in
adults, and nickel is a particular problem in children. So are fragrances, but
| believe fragrances tend to be over-evaluated” in patch tests.

Somewhat similarly, an unpublished study performed by Dr. Storrs
performed showed that dust mite allergens more often yield positive
patch test results in nonatopic patients of all ages than in atopic
patients. “We studied this for a couple years at my clinic,” she says.
“The amazing thing was that we got more positive reactions in
nonatopics — with a prevalence up to 61% — than we did in atopics.
The reactions are so common and so well-observed that it’s very
difficult to give them any clinical relevance.”

Therefore, Dr. Storrs says, she disagrees with the many European experts
who believe patch testing with dust mite extracts is very helpful. “ don't
believe that dust mite extracts are useful in patch testing to diagnose AD,”
she says. Moreover, she notes that not a single member of the North Amer-
ican Contact Dermatitis Group patch tests with dust mites to diagnose AD.
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Future studies

“In the future,” says Dr. Storrs, “a large study should be done to
confirm that there are fewer positive patch tests in patients with
severe AD and to determine why that’s the case. | recommend that
this study not include nickel or fragrance reactions, because those
reactions tend to be so common that they can confound the data.”

Similarly, Dr. Storrs notes, the observation that more positive patch
tests occur in children under age three must be confirmed in the
United States before researchers can begin to examine why this occurs.
“This is extremely interesting and very surprising. My colleagues Dr. Jon
Hanifin and Dr. Eric Simpson and | were completely unaware of that.”
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More effective protocols for
Female Hair Loss

When female patients are treated for hair loss, an efficient protocol
can make life easier for the dermatologist and the patient, accord-
ing to a hair disorders expert.

“Many dermatologists don’t approach hair loss patients very hap-
pily because often, it takes a lot of questions and answers to deter-
mine what actually is going on,” says Amy McMichael, M.D., associ-
ate professor of dermatology at Wake Forest University School of
Medicine in Winston-Salem, NC. “And hair-loss patients are so dev-
astated and frustrated that it takes a long time to examine them
and diagnose the condition.”

However, Dr. McMichael says, following an efficient protocol can
simplify the care of these patients. “Dermatologists don't need to
specialize in hair disorders to take care of the patients who come
to them for answers and treatment,” she says.

Common types of hair loss

The most common types of hair loss in patients are female pattern
hair loss, telogen effluvium, and scarring hair loss such as central
centrifugal scarring alopecia (CCSA, also called central centrifugal
cicatricial alopecia, or CCCA); scarring hair loss is particularly com-
mon in African-American women, says Dr. McMichael. Conversely,
she says, dermatologists who see primarily Caucasian, Asian, and
Hispanic women see more telogen effluvium and female pattern
hair loss. To help such patients without getting behind therapeutic
(or treatment) recommends the following steps.

Performing a thorough examination

Dr. McMichael says it's typical for women with hair loss to ask their family
doctor about their problem at the end of the visit, when time doesn't al-
low for an examination or a thorough discussion. Therefore, she says, “Take
the time to look at the scalp. This actually eases patients’ frustrations and
concerns because they know you're about to spend time with them.”

Looking at a thorough history
Dermatologists can diagnose many skin problems just by looking at

them, says Dr. McMichael, before taking a minimal history to corroborate
a visual diagnosis. However, she says, hair loss requires a more thorough
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approach. “If someone presents with hair loss as a primary problem, and
you know your clinic will run too long with such a patient, have your
nurse or physician assistant take the patient’s history before you come in.”
Key questions include the following:

«When did the hair loss start?

+Does the patient see increased shedding when brushing, combing,
or washing the hair?

+Does the patient have symptoms such as itching, burning, stinging,
or pain?

«Has the patient had surgery, general anesthesia, new medications, or
supplements in the past 6 to 10 months?

Biopsy as needed and dermapathologist

If the problem clearly isn’t female pattern hair loss, telogen effluvium,
or a CCSA, and the exam doesn't provide a clear diagnosis, “Don’t be
afraid to biopsy,” says Dr. McMichael. For nonscarring hair loss, she
recommends biopsying in the area of the problem. But for scarring
hair loss, the biopsy must be done in an area other than the activity
site because scarred tissue won't reveal any diagnostic clues, she says.
“And if you're not sure if it's female pattern hair loss versus a diffuse
telogen effluvium, take a biopsy from the crown of the scalp and one
from the posterior scalp” that's unaffected, she advises.

If the dermatopathologist chosen to examine specimens doesn’t have
exceptional experience with hair loss and scalp biopsies, he or she “of-
ten won't give you back helpful information,” says Dr. McMichael.

Giving Reassurance

Here, Dr. McMichael says, “You must talk to the patient about the
long term, especially if the problem is female pattern hair loss. The
patient wants to know if she is going to go bald. That's the first
question to answer even if she doesn't bring it up, because when
a dermatologist mentions female pattern hair loss, patients think
of severe male pattern baldness, with a balding scalp and a rim of
hair around the back.” However, women typically maintain their fron-
tal hairlines, instead losing hair diffusely over the crown of the scalp.

Optional Discussion

“There are no oral treatments approved by FDA for women with
female pattern hair loss. But several treatments that have been in
use for years are quite safe, even though they may require moni-
toring,” says Dr. McMichael. Similarly, she says, although patients
might not believe a nonprescription product can help them, “Mi-
noxidil dose work.” However, Dr. McMichael explains, patients need
to know that they must continue using such products for the rest
of their life, or their problem will return. In this regard, she says, it's
reasonable for a patient to expect to maintain the hair she has, and
if any more grows back with treatment, “That’s icing on the cake.”

Furthermore, Dr. McMichael says, “Hair restoration surgery is quite
amazing. And in many cases, women benefit more than men be-
cause women maintain the frontal hairline. We need to place hairs
in between hairs instead of trying to fill out an entire frontal scalp.”

Dr. McMichael adds that physicians sometimes misdiagnose CCSA
as female pattern hair loss because both conditions maintain the
frontal hairline. “But with CCSA,” she notes, “there’s a wider distance
between hairs, significant loss of hair follicles, and sometimes hyper-
or hypopigmentation. And the hair loss occurs very slowly over a
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period of time.” Dr. McMichael explains that CCSA is very difficult
to treat because it destroys follicles. “There’s also an inflammatory
component to it,” she notes, so dermatologists must treat the in-
flammation — typically with topical or intralesional corticosteroids
and, in severe cases, with oral antibiotics — to halt the progression
of the disease before recommending minoxidil or finasteride.

Conversely, says Dr. McMichael, telogen effluvium consistently pres-
ents with a three- to eight-month history of shedding. “About 75%
of the time, we can trace it back to some physiologic stress on the
system such as having a baby, undergoing surgery, or taking a new
medication.” If the stress is ongoing, Dr. McMichael recommends re-
moving the source of the stress, or treating it, if possible. “The hair loss
can then stop,” she says, “and hair growth will increase back to the
original level if you can determine what the problem is and treat it.”

New ways for using
botulinum toxin type A

Along with treating the upper and lower face and neck, botulinum
toxin type A is proving useful in reducing skin tension before sur-
gical procedures, a dermatologic surgery expert says.

“I treat some patients with botulinum toxin type A prior to doing Mohs
surgery on areas such as the forehead or glabella to decrease tension vec-
tors across the healing wound,” says Joel Cohen, M.D,, director of About-
Skin Dermatology and DermSurgery in Englewood, CO, and associate
clinical professor of dermatology at the University of Colorado in Denver.

Injecting botulinum toxin perisurgically

These injections can be helpful when treating patients who are
very conscious in appearance and in cases where closures will in-
volve significant tension, such as those in the forehead or glabella,
he explains. “If a patient has powerful glabellar muscles and your
surgery is anticipated to require sutured repair in that area, botu-
linum toxin is helpful to decrease some of the tension vectors and
inflammation across the scar. Early reports show better cosmesis
of those scars,” says Dr. Cohen. Adding laser procedures postop-
eratively can further improve scar cosmesis as well, he says.

Injecting in the brow region

When performing cosmetic botulinum toxin treatments in the brow area,
Dr. Cohen says, “Choosing the right spot for the injection is critical.” He rec-
ommends finding where the frontalis muscle ends and where the orbicu-
laris oculi exerts its maximum downward pull on the lateral brow. Once
this spot is located, he advises injecting at least 1 cm away from the lateral
fibers of the frontalis. “With botulinum toxin type A in the lateral brow,
| usually use between 4 and 7 units for each brow.” However, he says,
abobotulinumtoxinA injection dosages will differ because this productis a
different formulation, and the injection site may differ slightly as well.

Treating various sites

When treating bunny lines on the nose, Dr. Cohen states, “Often,
our best results occur when we treat the adjacent procerus as
well.” In this regard, he typically uses 3 to 5 units of botulinum
toxin type A per bunny line and 5 to 8 units in the procerus.

Dr. Cohen explains that he combines dermal fillers with botulinum toxin
type A to treat prominent nasolabial folds. He says that in addition to
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dermal fillers, he often puts “1 or 2 units into the alar grooves to soften
the muscle in people who have significant prominence of the nasolabial
folds between their cheek and their upper lip. If you add a tiny amount
of toxin, you can get very nice results that complement thefiller.”

For upper and lower lip vertical muscle columns, Dr. Cohen says he
uses “6 to 12 units for the entire perioral region.” To maximize safety
and efficacy, he recommends keeping these injections superficial
and medial. “Recognize differences in muscle prominence between
the two sides and aim for symmetry,” he adds. Conversely, he recom-
mends avoiding botulinum toxin injections in patients who depend on
the ability to purse their lips, such as public speakers and scuba divers.

Injecting into the anguli oris

Dr. Cohen'’s approach to treating the depressor anguli oris (DAO)
typically involves injecting 3 to 5 units per side and using toxin
in conjunction with filler in the oral commissure. He states that it
is very rare to get great results with toxin alone in this area, so he
typically uses a combination. Regarding botulinum toxin injection
technique, he suggests that surgeons “Stay about 1.5 cm above
the jaw line, try to hit the lateral aspect of the muscle, and aim
posteriorly with the injections to avoid unwanted medial diffusion,
which can cause an asymmetric smile and slurred speech. The
DAO comes into close proximity along the jaw line medially with
the depressor labii inferioris (DLI).”

Injecting into the mentalis

“I'usually inject between 5 and 8 units, using either a single injec-
tion point or two injection points that are close to midline, again
to avoid unwanted diffusion to the adjacent, laterally oriented
DLI,"” says Dr. Cohen.

Treating Masseter hypertrophy

This condition typically responds well to botulinum toxin injec-
tions, Dr. Cohen adds. Masseter hypertrophy can create a square-
jawed appearance, particularly in men who use or have used
testosterone supplementation. “It usually takes two or three treat-
ment cycles of 15 to 20 units per side to start seeing improvement.
We take pictures at baseline,” then three months after each cycle
of 15 to 20 units per side. “There are women who have a square
jaw that we are able to recontour with botulinum toxin as well,”
using slightly lower doses, Dr. Cohen says.

Injecting into the platysmal bands

Dr. Cohen says he typically tries to use low doses, adding that he
usually doesn’t “go above 40 units total.” Often he starts with 25
units, then has patients return two weeks later so he can try to
document photographic improvement before injecting additional
botulinum toxin type A. Regarding this injecting technique, he
says, he pinches the skin and injects directly into the band, spacing
injections about 1.5 cm apart. To avoid unwanted diffusion into
muscles that control swallowing, “I stay very superficial.”

Dr. Cohen adds that he tries “To select patients who have visible
bands at rest because these cases tend to achieve the best results.”
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