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Melanoma Death Cut
In Half After SCREEN

B Y  B R U C E  J A N C I N

FROM THE ANNUAL MEETING OF THE SOCIETY FOR

INVESTIGATIVE DERMATOLOGY 

RALEIGH, N.C. – A population-based total-body skin can-
cer screening program reduces melanoma mortality, accord-
ing to the results of a landmark German project.

“I would argue that this is the most important presentation
anywhere at this meeting,” Dr. Martin A. Weinstock said dur-
ing his presentation of the SCREEN (Skin Cancer Research to
Provide Evidence for Effectiveness of Screening in Northern
Germany) project. 

“The reason I make that argument is very simply because
melanoma accounts for more deaths than anything else in the
dermatology world. If we want to reduce that number of
deaths, the best way is [through] early detection – and SCREEN
provides the best evidence to date that we can do that,” ex-
plained Dr. Weinstock, professor of dermatology and epi-
demiology at Brown University, Providence, R.I., and a
SCREEN project organizer. 

SCREEN was a population-based skin cancer screening pro-
gram in which all residents over age 20 in the German feder-
al state of Schleswig-Holstein were encouraged to undergo a
standardized whole-body skin examination between July 2003
and June 2004. Nineteen percent of the state’s eligible popu-
lation – 360,288 individuals – participated. Half of the 1,169
melanomas diagnosed in Schleswig-Holstein during the study
period were detected via the SCREEN program. 

Before the skin cancer screening period (1998-1999), the
melanoma mortality rate was 1.9 per 100,000 men and 1.4 per

100,000 women. The key study finding was that melanoma
mortality fell by 48% in Schleswig-Holstein by 2008-2009 to 1.0
per 100,000 men to 0.7 per 100,000 women.

Daily Emollient Prevented Atopy
In 67% of High-Risk Infants

B Y  B R U C E  J A N C I N

FROM THE ANNUAL MEETING OF THE

SOCIETY FOR INVESTIGATIVE

DERMATOLOGY 

RALEIGH, N.C. – Once-daily applica-
tion of an emollient from birth through
age 6 months has shown considerable
promise as a means of preventing atopic
dermatitis, according to the Barrier En-
hancement for Eczema Prevention study. 

BEEP was a multicenter, internation-
al, randomized controlled pilot study as-
sessing the feasibility, safety, and effec-

tiveness of a novel approach to the pre-
vention of atopic dermatitis. 

The study hypothesis was that pro-
tecting the skin barrier early in life can
prevent this common skin disease, ex-
plained Dr. Eric L. Simpson of Oregon
Health and Science University, Portland. 

The rationale for this approach lies in
previous work demonstrating that skin
barrier dysfunction precedes eczema
development. And emollients can be ef-
fective in treating mild disease and pre-
venting flares, he added. 

BEEP involved 124 infants in Portland

and at four medical centers in the Unit-
ed Kingdom. All were deemed high risk
for atopic dermatitis because they had
one or more first-degree relatives with a
history of asthma, hay fever, or atopic
dermatitis. 

Participating families were random-
ized to either once-daily application of
an emollient to the baby’s entire body ex-
cept the scalp and diaper area starting be-
fore age 3 weeks and continuing for 6
months, or to a control group that
agreed to refrain from regular use of

SCREEN provides the best evidence yet that early detection
can reduce melanoma death, said Dr. Martin A. Weinstock.

See Melanoma page 6

See Atopy page 6
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The landmark German project

is considered the most

ambitious effort to screen for

melanoma ever conducted. 

Previous studies have

demonstrated that skin barrier

dysfunction proceeds eczema.
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A47-year-old male with no signif-

icant past medical history pre-

sented with a 1-day history of ten-

der lesions on the bilateral anterior

portion of his lower legs. Eight days

prior to presentation, he reported

experiencing nausea, vomiting, di-

arrhea, and subjective fever. On ex-

amination, several scattered erythe-

matous, tender, subcutaneous

nodules with surrounding darker

erythema were present. 
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1.  RUC Predicted to Slash AK Reimbursement

2.  First-Ever Acne Treatment Guidelines for Children Revealed

3.  Topical Hyaluronic Acid Is Breaking Through Dermis

4.  New Results Challenge Laser Effectiveness for Onychomycosis

5.  Total Body Exam Reduces Melanoma Mortality

Source: Google Analytics April Statistics

Reporter Naseem S. Miller talked with Dr. Brett
Coldiron, president of the American College of Moh’s
Surgery, during the society’s annual meeting in
Chicago, where he explained the ACMS’s position on
Mohs surgery. He emphasized that Mohs surgery is not
being overused; rather, he said that the increase in use is the result
of the nation’s skin cancer epidemic. 

ONLINE EXTRAS

SKIN & ALLERGY NEWS managing editor Amy Pfeiffer and
senior editor Terry Rudd highlight trending news in
dermatology with leading expert interviews. This
month’s program takes a look at the American
Academy of Dermatology’s volunteer and skin cancer
awareness programs – like SPOT – plus much more.

For more VIDEO NNEEWWSSonline!
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Effective

Reference: 1. ERTACZO [prescribing information].  Los Angeles, CA: Ortho Dermatologics; 2009. 

Please see adjacent Full Prescribing Information.

•  Effective against organisms thatcause interdigital tinea pedis1:— Trichophyton rubrum
— Trichophyton mentagrophytes— Epidermophyton fl occosum

•  For immunocompetent patients 12 years and older1

www.ertaczo.com

 AGAINST INTERDIGITAL
TINEA PEDIS

Prescribe the effi cacy &elegance of ERTACZO®ERTACZO® (sertaconazole nitrate) Cream, 2% 
is indicated for the topical treatment of interdigital
tinea pedis in immunocompetent patients 
12 years of age and older, caused by: Trichophyton
rubrum, Trichophyton mentagrophytes, and
Epidermophyton floccosum.
Important Safety InformationERTACZO® (sertaconazole nitrate) Cream, 2% is 
contraindicated in individuals who have a known or 
suspected sensitivity to sertaconazole nitrate, any 
of its components or other imidazoles. ERTACZO®
is indicated for topical use only and is not indicated 
for ophthalmic, oral or intravaginal use. If irritation 
or sensitivity develops with the use of ERTACZO®, 
treatment should be discontinued and appropriate 
therapy instituted. Diagnosis of the disease should be 
confirmed either by direct microscopic examination 
of infected superficial epidermal tissue in a solution of 
potassium hydroxide or by culture in an appropriate 
medium. In clinical trials, cutaneous adverse events 
occurred in 2% of patients receiving ERTACZO® and 
in 2% of patients receiving vehicle. These reported 
adverse events included contact dermatitis, dry 
skin, burning skin, application site reaction and skin 
tenderness.

© 2012 Valeant Dermatology, a division of Valeant Pharmaceuticals North America LLCERT-0412-0001          05/12

tube
available

60 g



For Topical Dermatologic Use Only - Not for Oral,
Ophthalmic or Intravaginal Use

DESCRIPTION: 
ERTACZO® (sertaconazole nitrate) Cream, 2%, contains the imidazole antifungal, sertaconazole nitrate. Sertacon-
azole nitrate contains one asymmetric carbon atom and exists as a racemic mixture of equal amounts of R and S 
enantiomers.

Sertaconazole nitrate is designated chemically as (±)-1-[2,4-dichloro-ß-[(7-chlorobenzo-[b]thien-3-yl)methoxy] 
phenethyl]imidazole nitrate. It has a molecular weight of 500.8. The molecular formula is C

20
H

15
Cl

3
N

2
OS . HNO

3
, and 

the structural formula is as follows:

Sertaconazole nitrate is a white or almost white powder. It is practically insoluble in water, soluble in methanol,
sparingly soluble in alcohol and in methylene chloride. Each gram of ERTACZO® Cream, 2%, contains 17.5 mg of 
sertaconazole (as sertaconazole nitrate, 20 mg) in a white cream base of ethylene glycol and polyethylene glycol 
palmitostearate, glyceryl isostearate, light mineral oil, methylparaben, polyoxyethylened saturated glycerides and 
glycolized saturated glycerides, sorbic acid and purified water.

CLINICAL PHARMACOLOGY:
Pharmacokinetics: In a multiple dose pharmacokinetic study that included 5 male patients with interdigital tinea 
pedis (range of diseased area, 42 - 140 cm2; mean, 93 cm2), ERTACZO® Cream, 2%, was topically applied every
12 hours for a total of 13 doses to the diseased skin (0.5 grams sertaconazole nitrate per 100 cm2). Sertaconazole 
concentrations in plasma measured by serial blood sampling for 72 hours after the thirteenth dose were below the 
limit of quantitation (2.5 ng/mL) of the analytical method used.

Microbiology: Sertaconazole is an antifungal that belongs to the imidazole class of antifungals. While the exact 
mechanism of action of this class of antifungals is not known, it is believed that they act primarily by inhibiting the 
cytochrome P450-dependent synthesis of ergosterol. Ergosterol is a key component of the cell membrane of fungi,
and lack of this component leads to fungal cell injury primarily by leakage of key constituents in the cytoplasm 
from the cell.

Activity In Vivo: Sertaconazole nitrate has been shown to be active against isolates of the following microorganisms 
in clinical infections as described in the INDICATIONS AND USAGE section:

Trichophyton rubrum   

 Trichophyton mentagrophytes

 Epidermophyton floccosum 

CLINICAL STUDIES: 
In two randomized, double-blind, clinical trials, patients 12 years and older with interdigital tinea pedis applied either 
ERTACZO® Cream, 2%, or vehicle, twice daily for four weeks. Patients with  moccasin-type (plantar) tinea pedis and/
or onychomycosis were excluded from the study. Two weeks after completion of therapy (six weeks after beginning 
therapy), patients were evaluated for signs and symptoms related to interdigital tinea pedis.

Treatment outcomes are summarized in the table below.

Treatment Outcomes as Percent (%) of Total Subjects

Study 1 Study 2

Sertaconazole Vehicle Sertaconazole Vehicle

Complete Cure*

(Primary Efficacy Variable)

13/99 (13.1%) 3/92 (3.3%) 28/103 (27.2%) 5/103 (4.9%)

Effective Treatment** 32/99 (32.3%) 11/92 (12.0%) 52/103 (50.5%) 16/103 (15.5%)

Mycological Cure*** 49/99 (49.5%) 18/92 (19.6%) 71/103 (68.9%) 20/103 (19.4%)

* Complete Cure - Patients who had complete clearing of signs and symptoms and Mycological Cure.

** Effective Treatment - Patients who had minimal residual signs and symptoms of interdigital tinea  

pedis and Mycological Cure.

*** Mycological Cure - Patients who had both negative microscopic KOH preparation and a negative  

 fungal culture.

In clinical trials, complete cure in sertaconazole treated patients was achieved in 32 of 160 (20%) patients with 
Trichophyton rubrum, in 7 of 28 (25%) patients with Trichophyton mentagrophytes and in 2 of 13 (15%) patients 
with Epidermophyton floccosum. 

INDICATIONS AND USAGE: 
ERTACZO® (sertaconazole nitrate) Cream, 2%, is indicated for the topical treatment of interdigital tinea pedis in 
immunocompetent patients 12 years of age and older, caused by:Trichophyton rubrum, Trichophyton mentagrophytes, 
and Epidermophyton floccosum (see CLINICAL STUDIES Section).

CONTRAINDICATIONS: 
ERTACZO® Cream, 2%, is contraindicated in patients who have a known or suspected sensitivity to sertaconazole 
nitrate or any of its components or to other imidazoles.

WARNINGS: 
ERTACZO® Cream, 2%, is not indicated for ophthalmic, oral or intravaginal use.

PRECAUTIONS: 
General: ERTACZO® Cream, 2%, is for use on the skin only. If irritation or sensitivity develops with the use of 
ERTACZO® Cream, 2%, treatment should be discontinued and appropriate therapy instituted.

Diagnosis of the disease should be confirmed either by direct microscopic examination of infected superficial 
epidermal tissue in a solution of potassium hydroxide or by culture on an appropriate medium.

Physicians should exercise caution when prescribing ERTACZO® Cream, 2%, to patients known to be sensitive to 
imidazole antifungals, since cross-reactivity may occur.

Information for Patients: The patient should be instructed to:

1. Use ERTACZO® Cream, 2%, as directed by the physician. The hands should be washed after applying the 
medication to the affected area(s). Avoid contact with the eyes, nose, mouth and other mucous membranes.

 ERTACZO® Cream, 2%, is for external use only.

2. Dry the affected area(s) thoroughly before application, if you wish to use ERTACZO® Cream, 2%, after bathing.

3. Use the medication for the full treatment time recommended by the physician, even though 
symptoms may have improved. Notify the physician if there is no improvement after the end of the prescribed 
treatment period, or sooner, if the condition worsens.

4. Inform the physician if the area of application shows signs of increased irritation, redness, itching, burning,
blistering, swelling or oozing.

5. Avoid the use of occlusive dressings unless otherwise directed by the physician.

6. Do not use this medication for any disorder other than that for which it was prescribed.

Drug/Laboratory Test Interactions: Potential interactions between ERTACZO® Cream, 2%, and other drugs or 
laboratory tests have not been systematically evaluated.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies to evaluate the carcinogenic potential 
of sertaconazole nitrate have not been conducted. No clastogenic potential was observed in a mouse micronucleus 
test. Sertaconazole nitrate was considered negative for sister chromatid exchange (SCE) in the in vivo mouse bone 
marrow SCE assay. There was no evidence that sertaconazole nitrate induced unscheduled DNA synthesis in rat 
primary hepatocyte cultures. Sertaconazole nitrate exhibited no toxicity or adverse effects on reproductive per- 
formance or fertility of male or female rats given up to 60 mg/kg/day orally by gastric intubation (16 times the 
maximum recommended human dose based on a body surface area comparison).

Pregnancy: Teratogenic Effects. Pregnancy Category C: Oral reproduction studies in rats and rabbits did not 
produce any evidence of maternal toxicity, embryotoxicity or teratogenicity of sertaconazole nitrate at an oral dose of 
160 mg/kg/day (40 times (rats) and 80 times (rabbits) the maximum recommended human dose on a body surface 
area comparison). In an oral peri-postnatal study in rats, a reduction in live birth indices and an increase in the 
number of still-born pups was seen at 80 and 160 mg/kg/day.

There are no adequate and well-controlled studies that have been conducted on topically applied ERTACZO® Cream,
2%, in pregnant women. Because animal reproduction studies are not always predictive of human response, ERTACZO®

Cream, 2%, should be used during pregnancy only if clearly needed.

Nursing Mothers: It is not known if sertaconazole is excreted in human milk. Because many drugs are excreted in 
human milk, caution should be exercised when prescribing ERTACZO® Cream, 2%, to a nursing woman.

Pediatric Use: The efficacy and safety of ERTACZO® Cream, 2%, have not been established in pediatric patients 
below the age of 12 years.

Geriatric Use: Clinical studies of ERTACZO® Cream, 2%, did not include sufficient numbers of subjects aged 65 and 
over to determine whether they respond differently from younger subjects.

ADVERSE EVENTS:
In clinical trials, cutaneous adverse events occurred in 7 of 297 (2%) patients (2 of them severe) receiving ERTACZO®

Cream, 2%, and in 7 of 291 (2%) patients (2 of them severe) receiving vehicle. These reported cutaneous adverse 
events included contact dermatitis, dry skin, burning skin, application site reaction and skin tenderness.

In a dermal sensitization study, 8 of 202 evaluable patients tested with ERTACZO® Cream, 2%, and 4 of 202 eval-
uable patients tested with vehicle, exhibited a slight erythematous reaction in the challenge phase. There was 
no evidence of cumulative irritation or contact sensitization in a repeated insult patch test involving 202 healthy 
volunteers. In non-US post-marketing surveillance for ERTACZO® Cream, 2%, the following cutaneous adverse 
events were reported: contact dermatitis, erythema, pruritus, vesiculation, desquamation, and hyperpigmentation.

OVERDOSAGE: 
Overdosage with ERTACZO® Cream, 2%, has not been reported to date. ERTACZO® Cream, 2%, is intended for topical 
dermatologic use only. It is not for oral, ophthalmic, or intravaginal use.

DOSAGE AND ADMINISTRATION: 
In the treatment of interdigital tinea pedis, ERTACZO® Cream, 2%, should be applied twice daily for 4 weeks.
Sufficient ERTACZO® Cream, 2%, should be applied to cover both the affected areas between the toes and the imme-
diately surrounding healthy skin of patients with interdigital tinea pedis. If a patient shows no clinical improvement 
2 weeks after the treatment period, the diagnosis should be reviewed.

HOW SUPPLIED: 
ERTACZO® Cream, 2%, is supplied in tubes in the following sizes:

30-gram tube  NDC 0062-1650-03 
60-gram tube  NDC 0062-1650-02

Store at 25°C (77°F); excursions permitted to 15º-30°C (59º-86°F) [see USP Controlled Room Temperature].

Rx only.

Patent No. 5,135,943
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Majority of Young Adults Report Yearly Sunburn
B Y  M I C H E L E  G. S U L L I VA N

FROM THE MORBIDITY AND 

MORTALITY REPORT

D
espite the documented in-
creased use of sunscreen and
protective clothing in recent

years, up to 66% of young adults are still
getting sunburned at least once a year.

The use of tanning beds also contin-
ues. A review of the National Health In-

formation Survey found that up to 44%
of women in a subgroup analysis re-
ported using the devices in 2010, and
that those who tan indoors do so up to
28 times each year. Even people with a
family history of skin cancer or with re-
cent sunburns are using the devices, said
Anne Hartman, a biostatistician with
the National Cancer Institute.

The findings are worrisome on a num-
ber of levels, said Dr. Daniel M. Siegel,

president of the American Academy of
Dermatology. “It is distressing that the
study found tanning bed use is higher in
those with a family history of skin cancer
and that sunburn prevalence remains
high,” he said in an interview. “This em-
phasizes how important it is to educate the
public and encourage them to change
their behaviors as they do not necessarily
understand the dangers of sun exposure
and indoor tanning. If they do, the risks
may not be discouraging the behavior.”

The sun protection study extracted data
from 5 years of the National Health In-
terview Survey (NHIS). The survey in-
cludes detailed questions on sun expo-
sure, the use of sunscreens and protective
clothing, and other sun-protective behav-
iors from the 2000-2010 surveys (MMWR
2012;61:317-22).

Overall, 50% of respondents reported
at least one sunburn during the past 12
months. This was highest among whites
(66% in 2010) and lowest among blacks

(11% in 2010). A similar number of men
and women reported getting sunburned,
and the prevalence of burning did not
differ from 2000 to 2010 (about 50%
each year).

Women were most likely to report
sunscreen use and staying in the shade
(37% and 35%, respectively). Sunscreen
use increased significantly from 2000 to
2010, as did the use of clothing to the an-
kles (21% in 2000 and 26% in 2010).
There were also significant increases in
the practice of seeking shade (29% and
35%, respectively). However, there were
no significant increases in the use of
wide-brimmed hats or long-sleeved shirts. 

White women were more likely to re-
port shade use, with a significant increase
each year. Black women were least like-
ly to report using sunscreens each year.

Men most often reported using long
clothing and staying in the shade (33%
and 26%, respectively). Shade use
among men increased from 18% in 2000
to 26% in 2010. Long protective cloth-
ing use increased from 28% to 33%, but
changes in sunscreen use were not sig-
nificant over that time, nor were
changes in wearing a long-sleeved shirt
or wide-brimmed hat.

Clinicians and policy makers can help
improve these behaviors by continuing
to stress the importance of sun protec-
tion, Ms. Hartman said. “Evidence from
a recent review by the U.S. Preventive
Services Task Force suggests that behav-
ioral counseling can increase sun pro-
tective behaviors, particularly among
persons aged 10-24 years. Additionally,
environmental and policy changes (for

Continued on following page

Major Finding: Up to 66% of young

adults reported at least one sunburn

and up to 44% of women reported

using a tanning bed in 2010.

Data Source: The studies included

data from 11 years of the National

Health Interview Survey. 

Disclosures: Ms. Hartman, Dr.

Siegel, and Dr. Plescia reporting

having no relevant disclosures.
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‘It is distressing
that the study
found tanning bed
use is higher in
those with a
family history of
skin cancer.’

DR. SIEGEL



Science Applied

Applied Science

An advanced approach to repairing 
the toughest and roughest skin

Introducing CeraVe® SA Renewing Lotion

When you recommend CeraVe® SA Renewing Lotion, your patients with hyperkeratotic 

skin conditions are afforded a complete skincare lotion. CeraVe® SA Renewing Lotion 

delivers what no other nonprescription skincare lotion can:

NEW for hyperkeratotic skin conditions...

Helps exfoliation with salicylic acid, ammonium lactate, and vitamin D
3
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AAD: New Sun Counseling Guidelines Fall Short
B Y  A L I C I A  A U LT

C
ounsel patients up to age 24 years
on the merits of avoiding sun ex-
posure to reduce the risk of skin

cancers, the U.S. Preventive Services Task
Force recommended May 8.

The task force stopped short making
the same recommendation for patients
older than 24 years, saying that the evi-
dence is not sufficient “to assess the bal-

ance of benefits and harms.” The panel
noted in its recommendations the preva-
lence of skin cancer – affecting more
than 2 million Americans yearly – and
the rising incidence of melanoma, with
70,000 cases in 2011 and about 8,800
deaths. The USPSTF said there was “con-
vincing” evidence that ultraviolet radia-
tion exposure during childhood and
youth is linked to “a moderately in-
creased risk for skin cancer later in life,”

but that for adults the evidence is only
adequate, and, it is associated with just
a small increase in risk. 

There are potential downsides to coun-
seling – it might lead kids to be less active
– but no studies showed such a decrease,
according to the recommendations. The
document also noted that studies need to
be done on whether sun exposure avoid-
ance leads to lower vitamin D levels. 

The American Academy of Derma-

tology praised the recommendation for
children and adolescents. “However, we
firmly believe that behavior counseling
is essential for all populations, including
the adult population,” said AAD Presi-
dent Daniel M. Siegel, in a statement.
“Given this, we will continue our efforts
to educate the public on skin cancer pre-
vention, and encourage our members to
conduct additional research in this im-
portant area,” he said. ■

example, the provision of shade and
sunscreen in recreational setting) could
be promising strategies for creating so-
cial and physical environments that rou-
tinely promote sun protection for
younger adults and persons of all ages”
(Ann. Intern. Med. 2012 May 8 [Epub
ahead of print]).

The indoor tanning study used NHIS
data from 2010 and included informa-
tion from 25,233 respondents aged 18
years and older.

Overall, 6% of respondents reported
indoor tanning in the past 12 months, re-
ported Ms. Hartman. Tanning was most
common among young adults, with
12% of those aged 18-25 years and 9%
of those aged 26-29 years using it.

A total of 9% of those with a family
history of skin cancer reported indoor
tanning, as did 8% of those who had a
sunburn within the past 12 months. The
associations with cancer and sunburn
suggest that many people still don’t un-
derstand the dangers of indoor tanning,
Ms. Hartman said.

Tanning was also related to socioeco-
nomic status; 7% of those with some
college or technical school and 7% of
those with an income of more than
200% of the federal poverty level re-
porting indoor tanning.

The highest rates were in white
women aged 18-21 years (32%), partic-
ularly those from the Midwest (44%). A
total of 36% of Southern women aged
22-25 years also reported indoor tanning.

When white women did tan inside,
they did so frequently, the report found.
Overall, women reported an average of
20 times per year, with 58% reporting
that they tanned 10 or more times per
year. White women aged 18-21 years
had the highest frequency of tanning (28
sessions per year), with 68% reporting a
frequency of 10 or more times per year.

The findings from both studies sug-
gest the need for even more education
about sun protective behaviors, Dr. Mar-
cus Plescia said in a statement. 

“More public health efforts, including
providing shade and sunscreen in recre-
ational settings, are needed to raise
awareness of the importance of sun pro-
tection and sunburn prevention to reduce
the burden of skin cancer,” said Dr. Ples-
cia, director of cancer prevention and
control at the Centers for Disease Con-
trol and Prevention. “We must accelerate
our efforts to educate young adults about
the dangers of indoor tanning.” ■

Continued from previous page
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Nothing parallel occurred in the rest of Germany, or
in Schleswig-Holstein’s neighbor to the north, Den-
mark. The observed melanoma mortality rate in
Schleswig-Holstein during 2008-2009 was 1.0 per
100,000 for men and 0.7 per 100,000 for women, com-
pared with 1.8 and 1.2, respectively, in Germany as a
whole excluding Schleswig-Holstein. 

During 2000-2009, the most recent 10-year period for
which official German mortality statistics are available,
melanoma mortality in Schleswig-Holstein declined by
7.4% annually. In contrast, melanoma mortality rates
were stable over time in each of the four adjacent states
to the north, south, east, and west, none of which had
a skin cancer screening program. (See chart.) 

A bump in the incidence of melanoma was record-
ed in Schleswig-Holstein during the screening year, but
not elsewhere, according to Dr. Weinstock. 

The standardized total-body skin examinations were
performed by physicians, who had to complete an 8-hour,
day-long training course in order to participate. Of note,
116 of the 118 dermatologists practicing in Schleswig-
Holstein participated in SCREEN, as did 64% of prima-
ry care physicians. Physicians were
paid to perform the screens, and
the public was encouraged to un-
dergo screening via an extensive
multimedia campaign. 

The screening had a two-tiered
structure. More than three-quar-
ters of individuals were initially
screened by primary care physi-
cians. Participants with suspi-
cious findings were sent to a der-
matologist, who performed a second whole-body skin
examination and performed biopsies as warranted. 

Total-body skin examination as a means of reducing
melanoma mortality has long been a controversial is-
sue. The U.S. Preventive Services Task Force has rec-
ommended that there is not enough evidence to rec-
ommend screening the general adult population (Ann.
Intern. Med. 2009;150:188-93). However, according to
Dr. Weinstock, the recommendation will need to be re-
visited in light of the new evidence from Germany. 

He observed that although SCREEN was an obser-
vational study, and, hence, doesn’t constitute absolute
proof that a skin cancer screening program saves lives,
it was the most ambitious effort to screen for

melanoma ever conducted
anywhere in the world. And
it provides what is probably
the strongest evidence that
will ever be available, in his
view, given the great ex-
pense and many years of
follow-up required for a ran-
domized controlled trial of
skin cancer screening. 

As he and his coauthors
wrote in a new report from
the SCREEN project, “In the
public health arena, absolute
proof is not necessarily re-
quired when lives are at
stake” (Cancer 2012 April 19
[doi: 10.1002/ cncr.27566]).

German dermatologists,
flush with the SCREEN suc-
cess, had proposed to fol-
low up the project with a de-
finitive randomized controlled trial of melanoma
screening, but were overruled. Federal health officials
found the SCREEN results so persuasive that they
launched an ongoing national skin cancer screening pro-

gram. All 45 million Germans
aged 35 years and older are now
eligible for a total-body skin ex-
amination every 2 years. 

The SCREEN investigators
ruled out improvements in
melanoma therapy as a potential
explanation for the observed re-
duction in mortality, since there
were none during the study years.
Nor were there any changes in

coding practices in the Schleswig-Holstein statistics of-
fice. And no major melanoma primary prevention pro-
grams were introduced. Melanoma mortality rates in
Schleswig-Holstein were fairly constant from 1990 to
2003, then dropped during and immediately after in-
troduction of the statewide SCREEN program. 

Dr. Weinstock promised there will be much more in-
formation and analysis to come from the SCREEN pro-
ject, including tumor thickness–specific incidence rates. 

In a presentation at the Hawaii Dermatology Semi-
nar sponsored by the Skin Disease Education Founda-
tion (SDEF) in Waikoloa, Hawaii, Dr. Andreas Blum
noted that while the main purpose of whole-body skin
examination is to save lives through early detection of

melanoma, the SCREEN project also detected basal cell
carcinomas at a rate of 5.4 malignancies per 1,000 per-
sons screened, and squamous cell carcinomas at a rate
of 1.1 per 1,000. 

Five lesion excisions had to be performed in order to
detect one malignancy, according to Dr. Blum, profes-
sor of dermatology at the University of Tübingen
(Germany). He predicted that the cost involved in rou-
tine total-body skin examinations is likely to be a crit-
ical source of controversy. Using the U.S. National Can-
cer Institute’s estimate that 12.5% of melanomas are
fatal, and assuming the cost of a total-body skin exam
to be $50 per person, he estimated that routine total-
body skin exams in the SCREEN project cost $240,000
per melanoma death avoided. 

Meanwhile, in a recently reported multicenter study
in which more than 14,000 subjects underwent a total-
body skin exam, 400 patients had to be screened in or-
der to find 1 melanoma ( J. Am. Acad. Dermatol.
2012;66:212-9). Again, assuming a cost of $50 per to-
tal-body skin exam, that would work out to roughly
$140,000 per melanoma death avoided, Dr. Blum said. 

He added that in his own clinic, where he and his col-
leagues see a relatively select patient population, rou-
tine total-body skin exams cost an estimated $65,000
per melanoma death avoided.

Dr. Weinstock and Dr. Blum reported having no fi-
nancial conflicts. SDEF and this news organization are
owned by Elsevier. ■

SCREEN Saves Lives
Melanoma from page 1

emollients. All families received advice
on best-practice skin care, namely to
minimize the use of harsh cleansers and
hot water bathing. 

The 6-month cumulative incidence of
investigator-diagnosed eczema was
21.8% in the daily emollient group, com-
pared with 43.3% in controls, for a 67%
reduction in risk. It was a considerably
more dramatic effect than what the in-
vestigators had anticipated. 

“This was kind of a surprising finding
to us,” Dr. Simpson admitted. Patients
will be followed up at 1 and 2 years to
learn whether the early-life treatment ac-
tually prevented or simply delayed onset
of atopic dermatitis. 

In a subanalysis, skin barrier function
studies were carried out in 15 patients
divided between a control and inter-
vention arm. Children in the control
arm showed favorable albeit nonsignif-
icant trends for less transepidermal wa-

ter loss and a lower skin pH, he said. 
Parents in the intervention arm were

given a choice of three emollients of var-
ious viscosities: sunflower seed oil;
Cetaphil cream in the United States or
Doublebase gel in the United Kingdom;
or Aquaphor in the United States or 50-
50 ointment, a white soft paraffin/liquid
paraffin product marketed in the United
Kingdom. More than two-thirds of fam-
ilies opted for Cetaphil cream or Dou-
blebase gel. 

Ninety-six percent of families in the in-
tervention arm found their emollient
acceptable, and 80% indicated they used
it at least 5 days per week. No cases of
irritant or contact dermatitis occurred in
the emollient group. Three mild skin in-
fections occurred in each study arm. 

Dr. Simpson’s BEEP coinvestigators in-
cluded atopic dermatitis experts such as
Dr. Hywel C. Williams, professor of der-
matology at the University of Notting-

ham (England) and Dr. Jon M. Hanifin,
professor emeritus of dermatology at
Oregon Health and Science University. 

The researchers are now planning a
larger, definitive, randomized controlled
trial of emollient therapy early in life as
a means of pre-
venting the devel-
opment of atopic
dermatitis. This
study will be pow-
ered to look at the
relative efficacy of
different emol-
lients. Also, it will
include objective
measures of ad-
herence, such as volume of emollient
used, rather than simply relying upon
parental report. 

Audience members expressed enthu-
siasm over the BEEP findings. The
prevalence of atopic dermatitis has
been rising for decades; the disease ex-
acts a steep toll in terms of quality of
life; and to date, there has been no es-
tablished eczema prevention strategy.

Moreover, there is the prospect that by
preventing eczema via a simple topical
therapy it will be possible to halt the
“atopic march” to asthma and other co-
morbidities. 

Dr. Simpson noted that BEEP was a
small-scale feasi-
bility study carried
out because inves-
tigators were ini-
tially unsure if
families would be
willing to partici-
pate in a clinical
trial where they
could be random-
ized to avoiding

emollients. But 28%-59% of the families
approached at the participating centers
agreed to enroll. 

BEEP was funded by the National In-
stitute of Arthritis and Musculoskeletal
and Skin Diseases, the Oregon Clinical
and Translational Research Institute, and
the U.K. National Institute for Health Re-
search. Dr. Simpson reported having no
financial conflicts of interest. ■

Result Was Better Than Expected
Atopy from page 1

Ninety-six
percent of
families in the
intervention arm
found their
emollient
acceptable.

DR. SIMPSON

The project also
detected basal
cell carcinomas
at a rate of 5.4
malignancies per
1,000 persons
screened.

DR. BLUM

Melanoma Mortality Trends

Note: A total of 360,288 individuals in Schleswig-Holstein participated in SCREEN.

Source: Dr. Weinstock
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Clock Is Ticking Toward
E-Prescribing Penalties
B Y  M A RY  E L L E N  S C H N E I D E R

S
o far, the Centers for Medicare
and Medicaid has touted the “car-
rots” of health information tech-

nology. Come June 30, it will start us-
ing one of its first “sticks.”

Physicians have until June 30 to re-
port on the use of electronic prescrib-
ing under Medicare Part B or apply for
a hardship exemption (see
box for details). Those who
fail to do so face a 1.5% re-
duction in Medicare pay-
ments starting Jan. 1, 2013. 

For those who aren’t al-
ready e-prescribing, the deci-
sion will be whether to find
an inexpensive e-prescribing
program and submit the in-
formation necessary to avoid
the penalty, or to invest in the
transition to a full-scale elec-
tronic health record (EHR)
system. 

For a physician with a
2,000-patient panel whose
practice is 40% Medicare, the
1.5% penalty could add up to
$3,000-$4,000 in 2013, said Neil
Kirschner, Ph.D., senior associate for
regulatory and insurer affairs at the
American College of Physicians.

Last year, Dr. Jasdip Brar, an internist
in Glendale Heights, Ill., thought he
was well on his way to successful e-pre-
scribing through the Medicare eRx In-
centive Program, but the EHR that
came free with his billing system nev-
er sent the appropriate G codes. He’s
still waiting to hear from the CMS to
find out if it will accept his backup doc-
umentation as proof of e-prescribing. 

“My experience has been kind of
rough,” said Dr. Brar, who feels like a
“point-and-click data entry clerk.”

The American Academy of Derma-
tology conducted a survey at the end of
2011, and found that the participation
rate for the electronic prescribing in-
centive program went from 24% in
2009, to 58% in 2011, to 67% in 2012
(those planning to participate), accord-
ing to Dr. Mark D. Kaufmann of the
dermatology department at Mount
Sinai School of Medicine in New York.

“I think it is becoming obvious that
the whole eRx program was used as
‘training wheels’ for the Holy Grail –
EHR adoption. That is why an exclu-
sion was developed for those imple-
menting an EHR, and why the eRx
penalties sunset in 2014, just when the
penalties for the EHR incentive pro-
gram get started,” said Dr. Kaufmann.

Those physicians who do adopt
EHRs seem to be doing a better job of
e-prescribing. Surescripts, which oper-
ates the nation’s largest health infor-
mation network, found higher utiliza-
tion of e-prescribing among EHR users
than among physicians with stand-
alone e-prescribing systems. ■

Dr. Jasdip Brar describes his e-prescribing
transition as “kind of rough.” 
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Under the Medicare Electronic
Prescribing (eRx) Incentive

Program, eligible providers must
submit information on at least 10 e-
prescriptions on their Medicare Part
B claim forms between Jan. 1 and
June 30. The information must be
submitted using either a qualified e-
prescribing program or a certified
EHR. The claim form must include
the e-prescribing G code (G8553).

Small group practices participat-
ing in the eRx Group Practice Re-
porting Option must submit codes
for 625 e-prescriptions. Large group
practices participating in the pro-
gram are required to submit codes
for 2,500 e-prescriptions.

Individuals who are unable to
submit information on at least 10 e-
prescriptions can seek a hardship
exemption under a few circum-
stances:

P If they cannot e-prescribe be-
cause of local, state, or federal laws.
P If they will write fewer than 100
prescriptions between Jan. 1 and
June 30.
P If they practice in a rural area
with insufficient high-speed Inter-
net access (use code G8642).
P If they practice where there are
not enough pharmacies that can re-
ceive electronic prescriptions
(G8643).

Submit hardship requests to the
CMS via the Quality Reporting
Communication Support Page by
June 30. If the hardship has an asso-
ciated G code, submit the request
through the Communication Sup-
port Page or use the G code on at
least one claim before June 30. 

Those who successfully reported
on 25 e-prescriptions in 2011 need
not worry about the 2013 penalty. 

The Fine Print of E-Prescribing
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Women Top Men by 30% in Melanoma Survival
B Y  M A RY  A N N  M O O N

FROM THE JOURNAL OF 

CLINICAL ONCOLOGY

A
mong patients with stage I or II cutaneous
melanoma, women have been found to have a con-
sistent 30% advantage over men in overall survival,

disease-specific survival, rate of distant metastasis, rate of
lymph node metastasis, and rate of relapse.

“The 30% advantage extends to the whole spectrum of
melanoma disease behavior,” reported Dr. Arjen Joosse

of Erasmus University Medical Center,
Rotterdam, the Netherlands, and his as-
sociates. 

Women with melanoma are known to
have higher survival rates than men, but
the details of the difference had never
been thoroughly explored. 

Dr. Joosse and his colleagues examined
the issue by analyzing the pooled results
of four large, randomized phase III clin-
ical trials of localized melanoma per-
formed by the European Organisation
for Research and Treatment of Cancer
(EORTC). The trials, which investigated
different therapies for the disease, in-
volved detailed medical records and
“meticulous” follow-up of 2,672 patients
(48% men and 52% women). 

“Women exhibited an independent, sig-
nificant, and consistent advantage of ap-
proximately 30%” for overall survival, re-
lapse-free survival, disease-specific survival,
time to in-transit metastasis, lymph node
metastasis, and distant metastasis, the in-
vestigators reported ( J. Clin. Oncol. 2012
April 30 [doi:10.1200/JCO.2011. 38.0584]).

This sex-based difference persisted
across numerous prognostic subgroups
of patients, regardless of the location of
the initial lesion, Breslow thickness, the
presence or absence of ulceration, and
whether the patient underwent sentinel
node biopsy or elective lymph node dis-
section. If the hypothesis about sex dif-
ferences in melanoma detection, screen-
ing, and diagnostic delays were true,
there should be marked differences in the
discrepancy between men and women
across such subgroups; but no such dif-
ferences were found. Moreover, because
women showed both a longer delay be-
fore relapse and a higher cure rate, “it
seems that whatever the cause of the fe-
male advantage may be, it causes both a
delay in progression and a larger subset of
melanomas being cured in women, com-
pared with men,” the researchers wrote.

To explore the hypothesis that estro-
gen might be the source of women’s sur-
vival advantage, the investigators classi-
fied the female patients by age.

Postmenopausal women (defined as
those aged 60 years and older) retained the
30% advantage in overall survival, relapse-
free survival, time to lymph node metas-
tasis, and time to distant metastasis, com-
pared with premenopausal women (aged
45 and younger). The advantage for dis-
ease-specific survival declined significant-
ly in this analysis, but that may be a chance
finding because of the small sample sizes
and low event rates in these subgroups. 

Thus, estrogen alone cannot account
for the sex-based differences in survival.
Other factors that may be involved in-
clude androgen receptors in melanoma
cells; differences in oxidative stress be-
tween men and women; differences be-
tween the sexes in vitamin D metabolism,
because vitamin D levels appear to affect
melanoma prognosis; and differences in
immune homeostasis. 

Unravelling the underlying cause of
the survival difference between men and
women could point the way to targeted
therapies, the investigators noted. ■

Major Finding: Compared with men, women with melanoma

showed a consistent advantage of approximately 30% for

overall survival, relapse-free survival, disease-specific sur-

vival, lymph node metastasis, and distant metastasis.

Data Source: A pooled analysis of data from four large, ran-

domized clinical trials involving 2,672 adults with localized

melanoma who were closely followed for disease progression

was conducted. 

Disclosures: The investigators reported having no relevant fi-

nancial disclosures.
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Psoriasis Not Independent Cardiac Risk Factor 
B Y  D O U G  B R U N K

FROM THE ANNUAL MEETING OF THE

AMERICAN ACADEMY OF DERMATOLOGY

SAN DIEGO – A large study has deter-
mined that psoriasis is not an indepen-
dent risk factor for ischemic heart dis-
ease, based on Framingham Risk Scores.

While previous studies have demon-
strated that cardiac mortality is increased
in patients with psoriasis, it is also known
that people with the skin condition have
a higher prevalence of smoking, alcohol
consumption, obesity, diabetes, and dys-
lipidemia, researchers reported in a
poster session at the meeting.

“Is this increase in ischemic heart dis-
ease due to traditional risk factors, or is
psoriasis an additional independent risk

factor?” wrote the investigators, who
were led by Dr. Marian T. McEvoy, in
their abstract. 

They performed a population-based
analysis of 1,338 adults with psoriasis
who resided in Olmstead County, Minn.,
between 1998 and 2008 to evaluate the
validity of the Framingham Risk Score
(FRS) in predicting the incidence of is-
chemic heart disease in the study cohort.
The FRS is a validated measure of stan-
dard ischemic heart disease risk factors.

Dr. McEvoy, a dermatologist at the
Mayo Clinic in Rochester, Minn., and her
associates compared the risk of cardiac
death and myocardial infarction based on
the FRS with the actual incidence of
myocardial infarction and cardiac death
in the study population, which was lim-
ited to patients older than age 30 but
younger than age 80. They used Poisson
regression models and standardized in-
cidence ratios for statistical analysis.

The researchers reported that full
Framingham risk factors were available
for 974 of the 1,338 patients (73%). They
predicted that the median 10-year risk of
cardiac events based on the FRS was
3.8%, while the observed 10-year risk of
cardiac events was 5.5%. However, there
were 44 observed cardiac events com-
pared with 47.7 FRS-predicted cardiac
events, which translated into a standard-
ized incidence ratio between the two
groups of 0.9. Standardized incidence ra-
tios also showed no statistically signifi-
cant differences between the two groups
when analyzed by gender, by age greater
than 65 years, by age less than 65 years,
and by whether patients were receiving
systemic treatment or not.

“If psoriasis was an independent risk
factor for ischemic heart disease, the ob-
served incidence of cardiac events would
have been in excess of predicted,” the re-
searchers wrote in their poster. “Since

there was no statistical difference between actual and
predicted events, psoriasis is not an independent risk fac-
tor for ischemic heart disease.”

In a later interview, Dr. McEvoy acknowledged limi-
tations of the study, including the fact that the small num-
ber of observed cardiac events (44) limited the statistical
power of the study. “Since this is a retrospective study,
we did not have a good tool to assess severity of psoria-
sis,” she said. “We used surrogates based on therapy to
identify those with ‘more severe disease.’ The Framing-
ham Risk Score was valid for this group also.” ■

Major Finding: Among adults with psoriasis who were studied

over a 10-year period, there were 44 observed cardiac events,

compared with 47.7 cardiac events predicted by the Framing-

ham Risk Score, which translated into a standardized inci-

dence ratio between the two groups of 0.9. 

Data Source: A study of 1,338 adults with psoriasis who

resided in Olmstead County, Minn., between 1998 and 2008.

Disclosures: The study was partially funded by a grant from

Pfizer, and was made possible by a grant from Amgen/Wyeth

and by the Rochester Epidemiology Project.
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Psoriasis patients
are more likely to
smoke, drink, and
be obese, and
have diabetes and
dyslipidemia than
those without it.

DR. MCEVOY
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I
asked a new
acquaintance
what he does

for a living.
“We make call

center software,”
he said. “When
you hear, ‘This

call may be monitored or recorded for
quality and training purposes,’ – that’s us.”

“How do you monitor quality?” I
asked.

He ticked off several measures: effi-
ciency, productivity, courtesy, and so
forth. “All employees get a report card
every day, showing where they stand on
several parameters.”

“So your quality-control software
helps them do their job better,” I said.

“Of course,” he replied. “If they’re

falling short, they meet with a supervi-
sor who reviews calls with them in per-
son, step-by-step, so they see what they
need to work on.”

That sounds sensible enough. It
stands in stark contrast to the way we
are measured.

I’ve previously written about how
some insurance companies have rated
me Tier I (hooray!), then how one of

Under My Skin
Quality Control

them demoted me to Tier II (the
shame!), saddling their patients with a
higher copay for choosing a less-effi-
cient, lower-quality doctor like me.

Then last month, I got this year’s rat-
ing from one of the insurers – still Tier
I (hooray!). Showing either that I really
persevere or that I refuse to learn from
experience, I wrote the medical director
who had signed this latest report card:

Thank you for my grade. Could you
please help me understand two criteria
on which I seem to have excelled: 1)
“fungal infection w/o surgery” and 2)
“skin cancer, major, w/o surgery.” Is
there a fungal infection w/surgery?
Should there be a major skin cancer
w/o surgery? Thanks so much.

To my gratified astonishment, he ac-
tually called me!

“As to the two episode treatment
groups you questioned,” he said, “a dia-
betic with actinomycosis may need am-
putation. ‘Fungal infection without
surgery’ would refer to less severe fun-
gi. As to ‘skin cancers, without surgery,’
that just means you performed a biopsy
or simple excision, not Mohs or recon-
structive surgery.”

I thanked him for the clarification, but
pressed on. “For fungal infections,” I
said, “I make a diagnosis and prescribe a
generic cream or, occasionally, prescribe
an oral treatment. I rarely do a KOH
prep, and in any case don’t bill for it be-
cause it’s not covered. Once in a great
while I send a nail biopsy or, even more
rarely, a culture. As for skin cancers, I do
a biopsy to make the diagnosis, and then
either perform a simple removal or send
the patient elsewhere.

“If I wanted to improve my perfor-
mance,” I concluded, “how much less
could I do?” He had no answer.

“I’m happy you rated me Tier I,” I said,
“though another insurer rated me Tier II
on the basis of the same data. When I
asked to see those data, they sent me a
spreadsheet with 4,700 rows, half with
missing demographics, and 27 columns,
each with indecipherable acronyms. Can
you honestly tell me that my report card
gives me what I need to become a better
doctor?” Again, he had no answer.

“I’ll tell you what I think,” I went on,
“You don’t send these reports to im-
prove doctors’ performance, which they
obviously can’t. You send them so you
can tell your investors, your regulators,
and possibly yourselves that you are do-
ing something useful to improve medical
quality and efficiency, when in fact you’re
engaged in an empty ritual that does
nothing of the kind.” For a third time, he
said nothing.

My little speech will have no impact,
but it felt good. If my call center friend’s
software doesn’t produce results, his firm
will lose sales, revenue, and market
share. He, therefore, has to make a prod-
uct that delivers. ■

DR. ROCKOFF practices dermatology in
Brookline, Mass. To respond to his column,
send an e-mail to sknews@elsevier.com.

A L A N  R O C K O F F,

M . D.

Skin & Allergy News
The Leading Independent Newspaper for Medical, Surgical, and Aesthetic Dermatology

www.skinandallergynews.com

This advertisement is  
not available for the digital edition.

http://twitter.com/#!/sknews
https://www.facebook.com/skinandallergynews


Please see brief Prescribing Information on adjacent page. www.NAFTIN.com

Twice as Strong
Half as Long

Important Safety Information
In clinical trials with NAFTIN® Cream 2%, the most common adverse reaction (≥1%) was pruritus.

Indication
NAFTIN® (naftifine hydrochloride) Cream 2% is an allylamine antifungal indicated for the
treatment of interdigital tinea pedis, tinea cruris, and tinea corporis caused by the organism
Trichophyton rubrum in adult patients ≥18 years of age.

Once a day for 2 weeks

NEW NAFTIN
®

 Cream 2%
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P
atient tat-
toos have
always in-

terested me, and
this sometimes
leads to unex-
pected discover-
ies. I’ve seen

plenty of older men, (that is, anyone old-
er than me) with naked women tattooed
on their arms. Presumably these tattoos
are souvenirs of their wild youth.

One patient has a Celtic cross of pro-
tection on his right upper arm. I asked
him about it once, and he told me he
used to be a cop. He felt more secure
with this image permanently on his arm.

I’ve seen a number of biblical verses
too, some of them positioned in less than
modest places on the physique. I wonder
if it is still called a “tramp stamp” if it
comes from the good book.

For a while, it was fashionable to have
“love” inscribed on the knuckles of one
hand and “hate” on the other hand. I’ve
had a few patients with these tattoos.
Flowers and butterflies are generally
passé, but foreign language tattoos are in-
teresting. Oriental calligraphy can be love-
ly, but Hebrew can be tricky. I’ve seen a
few tattoos that had problems because ei-
ther the tattoo artist, or the tattoo recip-
ient, or both, didn’t know that Hebrew
goes from right to left, creating an unin-
tentional tattoo dyslexia.

One of my patients has a tattoo of a
heart pierced by a dagger dripping blood.
He used to consider me a miracle work-
er because his arthritis improved so nice-
ly with methotrexate and prednisone. He
often embarrassed me by referring to me
as “Dr. God.” In general he was polite to
the point of being deferential. 

We got along quite well, but then one
day he called the office and insisted that
I immediately see his wife, also my patient
and a heavy smoker, because she was
short of breath. My schedule was full and
the office nurse offered an appointment
with a nurse practitioner. He began
yelling that his wife was too short of
breath to speak in full sentences and that
he was bringing his wife to our office for
immediate attention. 

As providence had arranged things, Dr.
God had a cancellation. After I took one
look at his wife, I wished he had taken
her to the ER. She was gray, dyspneic,
weak, and quite drowsy. She had lost 25
pounds since I last saw her, and her hus-
band informed me that she still smoked
two packs a day. I was worried about
heart failure, pulmonary embolus, and
stroke, but quickly decided this was most
likely emphysema.

“I’ve been in business for 25 years and

COMMENTARY

Tattoo You

L A R RY

G R E E N B A U M ,

M . D.

Correction

In the article “Instant Glue Safely,
Effectively Thwarts Onychotillo-
mania” (February 2012, p. 26), the
first name of Dr. Daniel S. Ring was
misspelled.
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I know when I’m not being treated
right,” the man stormed at me.

Then I recalled his tattoo and that he
had once confided to me it was a
Mafioso tattoo, and that it was “real.” He
seemed rather pleased explaining this to
me, and I didn’t ask for any documenta-
tion of his right to sport this symbol. 

I began to wonder if the mafia has cus-
tomer service representatives. “All of our

assassins are assisting other callers. Your
call is very important to us, please stay
on the line.” 

He thought that his wife’s condition
should guarantee her immediate care. I
tried to explain that our office was ill
equipped to deal with emergencies. 

In a convoluted way it was a compli-
ment that he thought Dr. God’s office
was the best place to bring his breathless

wife. In reality, his reaction was just pig-
headed and stupid. 

He didn’t buy my arguments, and
warned me that I didn’t want to see him
lose his temper. And, yes, he reminded
me about his tattoo. ■

DR. GREENBAUM is a rheumatologist who
practices in Greenwood, Ind. You may
reach him at sknews@elsevier.com.
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Topical Botulinum, in Phase III Testing,
Predicted to Upend Wrinkle Treatments

B Y  B R U C E  J A N C I N

EXPERT ANALYSIS FROM THE SDEF

HAWAII DERMATOLOGY SEMINAR 

WAIKOLOA, HAWAII – Topically ap-
plied botulinum toxin type A may no
longer be a pipe dream, as it is now like-
ly full speed ahead for proposed phase III
trials of the agent. 

The completed phase II program con-
sisted of 11 clinical studies in which 553
patients had their
lateral canthal
lines treated with
the investigational
topical product
known for now as
RT001, under de-
velopment by Re-
vance Therapeu-
tics. The results
were highly im-
pressive, according to Dr. Alastair Car-
ruthers, a dermatologist at the Universi-
ty of British Columbia, Vancouver.

“Watch out for topical botulinum tox-
in. I think Revance is going to turn the
neurotoxin market upside down,” he pre-
dicted at the seminar, sponsored by Skin
Disease Education Foundation (SDEF). 

Revance has developed a proprietary
platform that enables transcutaneous
flux of large medicinal payloads. The
company has reported successful proof-
of-concept studies for topically delivered
insulin, growth factors, and numerous
other macromolecules with applications

in fields ranging from cardiovascular dis-
ease to cancer. But it’s the topical botu-
linum toxin project that has captured Dr.
Carruthers’ attention. 

“Their technology enables you to get
the neurotoxin across intact skin, which
is something I never thought that we
would see. But it really works,” he said. 

No significant adverse events occurred
in the phase II studies. There was no ev-
idence of diffusion of neurotoxin away

from the target
muscle, and no ef-
fect upon the cra-
nial nerves, he said.
Laboratory moni-
toring and ECGs
did not yield any
evidence of sys-
temic exposure. 

The median du-
ration of thera-

peutic effect was 113 days. The response
rate was up to 89% based upon a strin-
gent composite end point requiring a 2-
point improvement as assessed indepen-
dently by investigator and patient, he
said. 

The proposed commercial product
that will undergo phase III testing en-
tails mixing the viscous topical gel in a
one-step applicator, which is then used
in treating the lateral canthal lines. The
mixing and application takes only a
couple of minutes. The gel is left on for
perhaps 30 minutes – the optimal time
is yet to be determined – and then re-

moved with a proprietary cleanser. 
Dr. Carruthers said that as many know,

increasing competition has arrived
among the manufacturers of the three
Food and Drug Administration–ap-
proved injectable botulinum toxin type A
products. 

“I doubt that the battle, such as it is,
will be fought on intellectual, scientific
issues. I think it will be fought based
upon cost, marketing, and other intan-
gibles,” he predicted. Brand loyalty, com-
pany sponsorship of medical education,
appeals to nationalism – one manufac-
turer is U.S.-based, the others German
and French – these are the sorts of issues
he expects to see brought forth. 

That’s because the things that really
matter to clinicians, such as onset of
therapeutic effect, its spread, duration,
and side effects, are all a function of
dose – and there is no agreement as to
what the comparable dose is between the
various commercial preparations. De-
spite manufacturers’ claims, it’s not pos-
sible to detect small differences in effec-
tiveness, immunogenicity, or other end
points without doing studies that would
require enormous numbers of patients,
according to Dr. Carruthers. 

Dr. Carruthers reported that he has no
financial relationship with Revance. He
is a consultant to, and paid investigator
for, Allergan and Merz, which market
Botox and Xeomin, respectively. 

SDEF and this news organization are
owned by Elsevier. ■

The neurotoxin is
able to get across
intact skin,
‘which is
something I never
thought that we
would see.’

DR. CARRUTHERS
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Ablative Laser Remodeled Scar Collagen
B Y  S H A R O N  W O R C E S T E R

FROM THE ANNUAL MEETING OF THE

AMERICAN SOCIETY FOR LASER

MEDICINE AND SURGERY

KISSIMMEE, FLA. – Treatment with a
2,940 Er:YAG ablative fractional laser led
to a clinically significant reduction of
third-degree burn scars in a prospective
study of 11 patients. 

Clinical and histologic findings from
the laser study provide important clues as
to the mechanism of action and appro-
priate treatment intervals, Dr. Jill S. Waibel
reported at the meeting. Scars from fire or
thermal injury are among the worst that
are seen in clinical practice,
and although fractional
laser therapy is
emerging as the
preferred treat-
ment for these
injuries, a better
understanding of
the optimal laser
wave lengths ,
clinical response
patterns, scar tissue response, and histo-
logic changes will improve outcomes.

Patients in this study underwent three
ablative treatments at 4-week intervals,
and – based on blinded evaluation by in-

dependent investigators – were found to
have an overall modified Manchester
score of 2.3 out of 3 points, indicating
moderate to excellent improvement. The

scores for dyschromia, hy-
pertrophy re-
duction, vas-
cularity, and
scar texture
i m p r o v e -
ment were
1.7, 1.9, 2.0,
and 2.0, re-

spectively, in-
dicating mild to moderate improvement,
said Dr. Waibel, a physician in private
practice in Miami.

The patients, who had third-degree
burn scars over an average of 80% of their

bodies, were treated with
one pass at depths ranging
from 400 to 800 microns. 

On biopsies taken at
baseline, the scars were
noted to have thickened,
homogenized, dystrophic
collagen structures; and on
biopsies taken 3 months
after the final treatment, a
decrease in these dys-
trophic fibers was seen. 

Dr. Waibel hypothe-
sized that scar improvement resulted
from the complete replacement of ab-
lated zones by newly synthesized colla-
gen and that the collagen remodeling led
to more normal-appearing skin. 

She noted that the erbium laser is
“very powerful” and caused a great deal
of erythema in two patients, leading her
to “turn the power down” over the
course of the study. Although no wors-
ening of scars was seen, the increased
vascularity in the two patients suggested
that intervals longer than 4 weeks be-
tween treatments – perhaps to between
2 and 3 months - may be warranted.

Although additional study is needed,
the findings suggest that the 2,940
Er:YAG laser is effective for clinically im-
proving burn scars. ■

Major Finding: Based on blinded evaluation by

independent investigators, patients had an over-

all modified Manchester score of 2.27 out of 3

points, indicating moderate to excellent im-

provement.

Data Source: A prospective study of 11 patients

with third-degree burn scars who underwent

three ablative treatments at 4-week intervals.

Disclosures: This study was funded by Sciton.

Dr. Waibel said she had no other relevant finan-

cial disclosures.
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New Cellulite Therapies
Target Fibrous Septae

B Y  B R U C E  J A N C I N

EXPERT ANALYSIS FROM THE SDEF

HAWAII DERMATOLOGY SEMINAR 

WAIKOLOA, HAWAII Ð Cellulite
therapy may be moving out of the dark
ages of overhyped claims made on be-
half of interventions of little or no val-
ue to an era of treatments that work. 

And what appears to work, according
to Dr. Michael S. Kaminer, are thera-
pies that cut the fibrous septae tether-
ing the dermis to deeper tissues. 

ÒI think itÕs likely that the vertical pull

of the fibrous septae tends to pull down
on the cellulite in the skin and causes
the cellulite dimples,Ó he explained at
the seminar sponsored by Skin Disease
Education Foundation (SDEF). 

The fibrous septae theory of the eti-
ology of cellulite is relatively new. It has
gained substantial credence as a result of
encouraging clinical trial data showing
long-term effectiveness for two devices
targeting cellulite via severing fibrous
septae: the Cellulaze 1,440-nm Nd:YAG
laser and the Cabochon Aesthetics con-
trolled subcision system for subdermal
undermining, according to Dr. Kamin-
er, who is a managing partner at Skin-
Care Physicians, Chestnut Hill, Mass.

Cellulaze, developed by Cynosure,
recently received Food and Drug Ad-
ministration marketing approval for the
treatment of cellulite. The Cabochon
device for subcutaneous release of fi-
brous septae is still in clinical trials.

ÒUntil very recently, there was ab-
solutely no reason to pay attention to
cellulite except to counsel patients as to
the fact that they shouldnÕt waste their
money,Ó Dr. Kaminer said. 

The situation has changed with the
emergence of fibrous septae as the
prime therapeutic target. Cellulaze can
be used for laser lipolysis; however, in
addition, the handpiece for the cannula
can be turned in such a way that the
laser beam can be used like a saw to cut
through the fibrous septae, with resul-
tant long-term improvement in cellulite.

In U.S. clinical trials, the average in-

crease in skin thickness following Cel-
lulaze therapy was 23% at 1 month and
27% at 1 year. Skin elasticity improved
over baseline by 32.5% at 1 month and
21% at 1 year. Sixty-eight percent of pa-
tients demonstrated significant im-
provement in cellulite based upon analy-
sis of photographs, as did 65% when
assessed by Vectra 3D surface imaging. 

Patients rated the results as good to ex-
cellent at 1 month in 76% of cases. Physi-
cians judged the results as good to ex-
cellent in 69% of cases. The results have
held up at 1 year of follow-up, noted Dr.

Kaminer, who also is with the der-
matology departments of Yale Uni-
versity, New Haven, Conn.; Dart-
mouth College, Hanover, N.H.; and
Brown University, Providence, R.I. 

The downside of Cellulaze is
that it is an invasive therapy that re-
quires tumescent anesthesia. And
given that the history of the field
of cellulite therapy is one of hype
far in excess of reality, Dr. Kamin-
er indicated that a healthy skepti-
cism is appropriate. ÒFor me, IÕm
going to approach this with cau-
tion. ... IÕd like to see it around for
a little longer before we all jump
on the bandwagon.Ó

The Cabochon system draws a
small section of skin affected by cel-
lulite into a handpiece so that a
percutaneously inserted cutting
tool can be utilized to cut the fi-

brous septae. Dr. Kaminer was an in-
vestigator in a two-site, 56-patient clini-
cal trial with a 6- to 12-month follow-up. 

In independent blinded physician re-
view of before and after photos, 78% of
patients were judged to have improved
at least one full grade in severity at 6
months, such that, for example, those
whose cellulite was rated severe at base-
line were judged to have moderate or
mild cellulite at follow-up. 

At baseline, the average cellulite
severity score was about 4.5 on a 0-6
scale. At 90 days, the average severity
score had dropped to 3, and at 180
days to roughly 2.5. Ninety-four per-
cent of patients were rated by inde-
pendent physicians as having improved
by at least 1 point on the 0-6 scale. Of
the 33 U.S. patients followed for 1 year,
87% felt their appearance was im-
proved and 77% were satisfied with
their treatment at all time points. 

Seroma formation was an issue ear-
ly on, until investigators realized the
problem resulted from treating adja-
cent sites at the same depth. But once
operators began utilizing the deviceÕs
automated guidance system to vary
the cutting depth at adjacent sites sero-
mas were no longer a problem. None
of 25 patients treated in this fashion had
a seroma in excess of 2 cc 1 month post
treatment, said Dr. Kaminer. 

He reported serving as a consultant
to Cabochon and receiving funding
from Cynosure. SDEF and this news
organization are owned by Elsevier. ■

“Until very recently, there was absolutely
no reason to pay attention to cellulite,” Dr.
Michael S. Kaminer said at the seminar.
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CosmeceuticalCritique

S
everal light devices based
on red light–emitting
diodes (LEDs) have made

their way to the market in re-
cent years. Although red light is
not truly a cosmeceutical, it is a
significant emerging adjuvant
therapy that, like blue light, has

been studied in comparison to and in conjunction with
topical options primarily to treat acne. Of course, acne
is the most common skin disorder prompting visits to
the dermatologist, with an estimated 85% of adoles-
cents affected, many into adulthood ( J. Am. Acad. Der-
matol. 2008;58:56-9).

This discussion will consider red light when used
alone and when used in combination with blue light.
Blue light is the most effective light to target Propioni-
bacterium acnes (specifically at wavelengths of 407-420
nm). However, many devices are utilizing red light be-
cause it has a purported anti-inflammatory effect and
penetrates deeper into the skin (Dermatol. Ther.
2005;18:253-66).

Erythrasma
Darras-Vercambre et al. evaluated the effects of red
light for the treatment of erythrasma (a superficial
skin infection provoked by Corynebacterium minutissi-
mum) in 13 patients. One treatment (80 J/cm2) by red
light (broadband, peak at 635 nm) without exogenous
photosensitizing molecules was administered to each
subject. Therapy was effective and well tolerated,
with three patients experiencing complete recovery,
and significant reduction of lesions in most other cas-
es. The authors noted that the key to their study, giv-
en the absence of an exogenous photosensitizing
agent, was capitalizing on the presence of porphyrins
in the lesions. They concluded that the use of red light
alone for this localized infection is easy and inexpen-
sive, but that an optimal method has not yet been es-
tablished (Photodermatol. Photoimmunol. Photomed.
2006;22:153-6).

Acne
In 2007, Na and Suh evaluated the efficacy of red light
phototherapy with a portable device in 28 volunteers
with mild to moderate acne in a split-face randomized
trial. Phototherapy was performed twice daily for 15
minutes for a total of 8 weeks to one side of the face.
The investigators concluded that red light photothera-
py alone is an effective therapeutic option for acne, as
they noted significant reductions in noninflammatory
and inflammatory lesion counts on the treated side ver-
sus the untreated side, a drop from 3.9 to 1.9 in the vi-
sual analog scale on the treatment side, and significant
disparities between the treatment and control sides af-
ter 8 weeks (Dermatol. Surg. 2007;33:1228-33, discus-
sion 1233).

A 2006 article in the British Journal of Dermatology
reported good clinical results from acne treatment
with photodynamic therapy (PDT) using methyl
aminolevulinate (MAL) and red light, but there were
adverse side effects that prompted 7 of 19 subjects to
discontinue the study (Br. J. Dermatol. 2006;154:969-
76). In response to the study, Mavilia et al. wrote a let-
ter to the journal acknowledging their more effective
combination therapy using a lower concentration of
MAL and low doses of red light. All 16 patients com-
pleted the study, in which the count of inflammatory
lesions fell an average of 66% with mild but tolerable
side effects, including a subtle sensation of heat, then
minimal erythema during the procedure and slight
scaling that began 3 days after treatment (Br. J. Der-
matol. 2007;157:810-1).

In a small study of patients with moderate facial acne,

Zane et al. exposed 15 women to 20 J/cm2 of broad-
band red light (600-750 nm) twice weekly for 4 weeks. 

They also measured skin sebum, pH, hydration, and
transepidermal water loss (TEWL). Untreated lesions
of the trunk served as controls. The investigators found
the treatment safe, well tolerated, and effective, with
significant improvement in acne lesions and reduction
of sebum excretion and TEWL
after 4 weeks of therapy and at
the 3-month follow-up visit.
They speculated that the im-
provement was due to the de-
creased colonization of P. acnes,
decimated by photoactivated
endogenous porphyrin, and
concluded that this inexpensive
therapy warrants inclusion
among treatment options for
moderate acne (Photodermatol. Photoimmunol. Pho-
tomed. 2008;24:244-8).

In a 2009 study of 19 patients with moderate to se-
vere facial acne who received a single treatment of low-
dose, red light PDT on the left cheek and MAL 3 hours
before red light on the right cheek, both therapies yield-
ed significant reductions in acne score. Red light was
found to be as effective as MAL-PDT (Acta Derm.
Venereol. 2009;89:372-8).

Combined Blue and Red Light Phototherapy
In 2006, Goldberg and Russell evaluated the combina-
tion of blue (415 nm) and red (633 nm) LED pho-
totherapy in 24 patients with Fitzpatrick skin types II-
V and mild to severe symmetric facial acne. Twenty-two
patients completed the trial, which included two ses-
sions per week (separated by 3 days) alternating be-
tween blue and red light for a total of eight sessions.
Mild microdermabrasion was used at the start of each
session. The mean decrease in lesion count was signif-
icant after 4 weeks (46%) and 12 weeks (81%). Inflam-
matory lesions responded better than did noninflam-
matory ones, and severe acne responded slightly better
than mild acne. The investigators concluded that the
combination of blue and red LED phototherapy is free
of side effects and pain, and exhibits great potential for
the treatment of mild to severe acne ( J. Cosmet. Laser
Ther. 2006;8:71-5).

In 2007, Lee et al. set out to examine the efficacy of
combining blue and red LED phototherapy for acne in
a study of 24 patients with mild to moderately severe
facial acne. Twice weekly for 4 weeks, patients were
treated with quasi-monochromatic LED devices, alter-
nating blue (415 nm) and red (633 nm) light. Fourteen
patients self-reported improvements in skin tone and
texture. Improvements in noninflammatory and in-
flammatory lesions were substantial (34.28% and
77.93%, respectively). The researchers concluded that
combined blue and red LED phototherapy is a safe and
effective option, especially for papulopustular acne
(Lasers Surg. Med. 2007;39:180-8).

In 2009, Sadick evaluated the efficacy of the combi-
nation of blue (415 nm) and near-infrared (830 nm)
LED therapy for moderate acne in 13 females and 4
males ranging in skin type from II to VI and in Burton
acne grade at baseline from 1 to 5. Twice-weekly 20-
minute sessions were conducted for 4 weeks, alternat-
ing between blue and near-infrared light. Eleven pa-
tients exhibited improvement ranging from 0% to
83.3%, and six patients discontinued the study. A de-
creasing trend was observed in the Burton grade. Non-
inflammatory lesion counts improved in seven patients
but increased in four. Sadick noted that these results
paled in comparison to the effectiveness of the blue and
red combination at lowering inflammatory lesions seen
previously, but encouraged the study of the combina-

tion phototherapy in a much larger population ( J. Cos-
met. Laser Ther. 2009;11:125-8). 

Several recent reviews have found that red light–acti-
vated MAL-PDT, the combination of blue and red light,
and aminolevulinic acid as a photosensitizing agent be-
fore treatment with blue light, red light, or the 595-nm
pulsed dye laser are among the most promising evidence-

based laser- and light-based ther-
apies for acne (Semin. Cutan.
Med. Surg. 2008;27:207-11; J.
Eur. Acad. Dermatol. Venereol.
2008;22:267-78; Dermatol. Surg.
2007;33:1005-26).

In a systematic literature re-
view of randomized controlled
trials of light and laser thera-
pies for acne vulgaris (using
the Cochrane Central Register

of Controlled Trials, MEDLINE, Embase, CINAHL,
PsycINFO, LILACS, ISI Science Citation Index, and Dis-
sertation Abstracts International), Hamilton et al.
found that trials of blue light, blue-red light, and in-
frared radiation were more successful, especially when
multiple treatments were used. Notably, blue-red light
demonstrated better short-term effectiveness than did
topical 5% benzoyl peroxide cream (Br. J. Dermatol.
2009;160:1273-85). 

Kim and Armstrong have noted that blue light has
been demonstrated to photoinactivate P. acnes, but it
does not penetrate deeply into the skin. It is believed
to work synergistically, however, with red light, which
is less effective than blue light at exciting porphyrins
but can reach deeper sebaceous glands and may impart
an anti-inflammatory effect by inciting cytokine release
from macrophages (Dermatol. Surg. 2007;33:1005-26).
Indeed, Kim and Armstrong found that combined
blue-red light therapy was more effective at lowering
the number of inflammatory acne lesions than were
benzoyl peroxide monotherapy and blue light
monotherapy (Lasers Surg. Med. 1989;9:497-505).

Conclusions
A lengthy review of the literature and personal expe-
rience treating patients have convinced me that blue
light is an effective treatment for acne. P. acnes is most
susceptible to the blue light wavelengths of 407-420
nm. Addition of red light may help speed resolution
of inflammatory lesions through an anti-inflammato-
ry effect. Blue and red light devices are efficacious
when used in the office if the devices deliver enough
joules. 

Many at-home devices and iPhone apps have hit the
market. These are a great alternative to irritating top-
icals and antibiotics, and they may help increase com-
pliance. However, many at-home light devices are too
weak (do not emit enough joules), or emit a broad
range of light (rather than 407-420 nm). 

The manufacturers of some of these products claim
that the heat produced by the devices improves acne,
but there is a paucity of research proving this point. In
my opinion, using an at-home device twice a day that
delivers 407-420 nm (with or without the addition of
red light), and delivers enough joules (at least 25 J/cm2),
is an effective method of treating acne. For comparison
purposes, the in-office Omnilux delivers around 49
J/cm2 but is used only two or three times per week.
Know your wavelengths and joules when trying to de-
cide which device to sell in your practice or recommend
to patients. ■

DR. BAUMANN is in private practice in Miami Beach. She
did not disclose any conflicts of interest. To respond to this
column, or to suggest topics for future columns, write to
her at sknews@elsevier.com.

Red Light for Acne

L E S L I E  S.

B A U M A N N, M . D.

Pages 14a—14bG
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day that delivers 407-420 nm

(with or without the addition of

red light), and delivers enough

joules (at least 25 J/cm2), is an

effective method of treating acne.
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ICG Augmentation Receives High Patient Rating
B Y  S H A R O N  W O R C E S T E R

FROM THE ANNUAL MEETING OF THE AMERICAN

SOCIETY FOR LASER MEDICINE AND SURGERY

KISSIMMEE, FLA. – Indocyanine green–augmented
diode laser treatment appears promising for the treat-
ment of both port wine stains and telangiectatic leg
veins, preliminary data have shown.

This novel treatment involves an off-label use of the
water-soluble indocyanine green fluorescent dye com-
monly used in medical diagnostics and approved by the
Food and Drug Administration for determining cardiac
output, hepatic function, and liver blood flow, and for
ophthalmic angiography. Indocyanine green has a peak
spectral absorption of 800 nm.

Port Wine Stains
A randomized, controlled pilot study compared indo-
cyanine green–augmented diode laser (ICG+DL) treat-
ment with standard flashlamp-pumped pulsed-dye laser
(FPDL) treatment in split-face fashion in 31 patients
with port wine stains. After one treatment, two blind-
ed investigators rated ICG+DL treatment as slightly,
though not significantly, better than FPDL with respect
to clearance rates and cosmetic appearance at 12 weeks’
follow-up (Br. J. Dermatol. 2012[doi:10.1111/j.1365-
2133.2012.10950.x]). The patients rated the ICG+DL
treatment as significantly superior to FPDL on these
measures, Dr. Philipp Babilas reported at the meeting. 

ICG+DL was applied at 810 nm with a fluence of 20-
50 J/cm2, a spot size of 7 mm, a pulse duration of 10-25
milliseconds, and an ICG concentration of 2 mg/kg of
body weight; FPDL was applied at 585 nm with a fluence
of 6 J/cm2 and a pulse duration of 0.45 milliseconds, he
said noting that the treatments were well tolerated.

Complete clearance of port wine stains is rarely
achieved, largely because of the resistance of small

blood vessels to laser irradiation. Prior studies suggest-
ed that the use of ICG with diode laser treatment could
overcome this resistance, but in this study, histology re-
vealed that the approach provided photocoagulation only
of blood vessels larger than 20 mcm in diameter with col-
lateral damage of surrounding dermal tissue, said Dr. Ba-
bilas of University Hospital Regensburg (Germany). 

The results were nonetheless intriguing, he said,
noting that histology also showed that there was no epi-
dermal damage at 1 week and that complete remodel-
ing of dermal tissue had occurred by 3 months.

Many smaller blood vessels replaced the larger blood
vessels, which could be one reason the treatment was
not as effective as expected, he said.

The findings, including the patient assessments of
outcomes, suggest ICG+DL represents a promising
treatment modality for port wine stains – a treatment
that may prove even more effective as laser parameters
and ICG concentrations undergo further study and op-
timization. Such studies, including one that is evaluat-
ing an increased concentration of indocyanine green,

are underway in an effort to enhance results, he added.
The search for improved treatments for port wine

stains is important given that available treatments typ-
ically provide only partial clearing, that about 20% of
cases are resistant to FPDL treatment, and that port
wine stains can be associated with significant adverse
psychological effects, he said. 

Leg Veins
In a separate proof-of-concept study, Dr. Babilas and his
colleagues evaluated ICG+DL for telangiectatic leg
veins, which, like port wine stains, are rarely completely
cleared. The treatment was evaluated in 15 women
with skin types II or III and telangiectatic leg veins of
0.25-3 mm in diameter. After intravenous administra-
tion of ICG, diode laser pulses were applied as a single
treatment. The treatment was safe, with no persistent
side effects, Dr. Annette Klein, also of University Hos-
pital of Regensburg, reported. 

ICG+DL in this study was applied at 808 nm, with
a fluence of 50-110 J/cm2 and an ICG concentration of
2 mg/kg of body weight (Lasers Surg. Med.
2012[doi:10.1002/lsm.22022]). Vessel clearance was
dose dependent, with “good” (40%-50%) vessel clear-
ance in those receiving a radiant exposure of 100-110
J/cm2 and “excellent” (greater than 50%) clearance
when double pulses of the diode laser were used, Dr.
Klein said, noting that vessel clearance was rated only
as “poor” or “moderate” (only up to 25%) with pulsed-
dye laser, which was used in this study as a reference
treatment.

“We conclude that ICG-augmented diode laser ther-
apy is a safe and effective new therapy option for the
treatment of spider leg veins, and double pulses im-
proved our results,” she said, noting that follow-up stud-
ies to identify the optimal ICG concentration and laser
parameters are underway. ■

Major Finding: For port wine stains, ICG+DL

treatment was slightly, though not significantly,

better than FPDL with respect to clearance rates

and cosmetic appearance at 12 weeks. For leg

veins, vessel clearance was dose dependent,

with “good” (40%-50%) vessel clearance in

those receiving a radiant exposure of 100-110

J/cm2, and “excellent” (greater than 50%) clear-

ance when double pulses were used.

Data Source: A pilot study of 31 patients with

port wine stains and a proof of concept study of

15 women with telangiectatic leg veins.

Disclosures: The presenters said they had no rel-

evant financial disclosures to report.
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Port Wine–Stain Hypertrophy Common in Patients Over 50
B Y  S H A R O N  W O R C E S T E R

FROM THE ANNUAL MEETING OF THE

AMERICAN SOCIETY FOR LASER

MEDICINE AND SURGERY

KISSIMMEE, FLA. – Hypertrophy of
port wine stains is more common than
not in the majority of patients older than
age 50 with the vascular anomaly, and is
most often associated with red and pur-
ple lesions, according to findings from a
retrospective patient-questionnaire study.

“By the age of 50, over 70% had hy-

pertrophy of their port wine stain,” said
Dr. Anne Margreet van Drooge of the
Netherlands Institute of Pigment Disor-
ders at the University of Amsterdam.

Hypertrophy is known to be fairly
common in port wine stains, but data are
lacking on its pathogenesis and develop-
ment. In this study, the incidence of hy-
pertrophy in port wine stains was about

20% in all patients, and both color and
hypertrophy were frequently reported as
reasons for seeking treatment.

Only 4% of all hypertrophy cases were
associated with pink lesions, Dr. van
Drooge said at the meeting.

Of the 335 patients included in the re-
view, 68 had hypertrophy, classified as
thickening, nodular, or both. Cases were
divided almost equally into age groups of
under 18 years, 18-30 years, and greater
than 30 years. The median age of those
with hypertrophic port wine stains was 50

years, and the median age at the
time of hypertrophic development
was 31 years, although the ages of
onset of nodular hypertrophy and
diffuse thickening were 39 years
and 12 years, respectively. Nodular
hypertrophy was rarely seen in
those younger than 18 years.

In all study patients, most of the
port wine stains were on the face.
Half were red in color, and 44%
were purple. No differences were

seen between those with and without hy-
pertrophy with respect to gender, lesion
size, or lesion location, she noted.

Patients included in the study had
been referred to a single outpatient clin-
ic between 2005 and 2009. Medical
records and photographs were exam-
ined to identify and characterize hyper-
trophic port wine stains. 

The findings of different ages at onset
for different types of hypertrophy sug-
gest that unique pathomechanics may
exist for each type, Dr. van Drooge said.
“There is definitely a correlation be-
tween the color of the port wine stain
and the risk for the development of hy-
pertrophy. In a multivariate analysis of all
patient characteristics, we found that
both darker color and older age were sig-
nificantly associated with hypertrophy,
independent from each other.”

Improved understanding of hypertro-
phy in port wine stains is important giv-
en the adverse psychosocial effects these
lesions can have on patients; in this study,
5% of patients said they avoided social in-
teraction because of their port wine

stain, she noted, adding that the findings
have implications for treatment.

Although this study provided no direct
support for the notion that treatment
may prevent hypertrophy, some studies
have suggested that it may, adding that
treatment guidelines should be adapted
to include more emphasis on hypertro-
phy and its prevention, keeping in mind
the findings of this study with respect to
age and lesion color.

“However, I don’t think it is possible to
treat only darker port wine stains in the
effort to prevent hypertrophy, since pink
port wine stains – particularly in younger
patients – eventually can darken, and
with that, the risk for hypertrophy in-
creases,” she noted. ■

Both darker color in a port wine stain and older age were significantly linked to
hypertrophy, seen here in a 55-year-old male (left) and a 78-year-old male.
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Major Finding: Of the 335 patients in-

cluded in the review, 68 had hypertro-

phy of their port wine stains.

Data Source: The study was a database

review of patients with port wine stains

who were referred to a single outpatient

clinic between 2005 and 2009.

Disclosures: Dr. van Drooge had no dis-

closures to report.
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Laser, Light Combo Offers Results in Single Session
B Y  S H A R O N

W O R C E S T E R

FROM THE ANNUAL MEETING OF

THE AMERICAN SOCIETY FOR

LASER MEDICINE AND SURGERY

KISSIMMEE, FLA. Ð The
combined use of a nonablative,
fractional 1,540-nm laser and
optimized pulsed light provided
significantly greater improve-
ment in dyspigmentation after a
single treatment session, com-

pared with the 1,540-nm laser
alone, based on findings from a
study comparing the two treat-
ments in 36 patients.

The observation of improved
pigment after a single treatment
in the combination group rep-
resents a reduced time course
for achieving outcomes; typi-
cally, several treatments are re-

quired to produce results, Dr.
Chung-Yin Stanley Chan said at
the meeting.

The novel combined ap-
proach to facial rejuvenation
also modestly improved wrin-
kles, although this outcome did
not differ significantly between
the two groups, Dr. Chan and
his colleagues noted.

The mean pigment improve-
ment score in the 10 subjects as-
signed to the combination treat-

ment group was 2.4 points on a
1- to 4-point scale, indicating at
least 50% improvement, with
96% of patients in that group
experiencing improvement. The
mean pigment improvement
score in the 26 subjects assigned
to the laser-only treatment
group was 1.2 points.

Fitzgerald wrinkle scores im-

proved from 6.4 to 6.0 (on a
scale of 1-9) in the combination
group, and from 5.3 to 4.9 in the
laser-only treatment group, said
Dr. Chan, a dermatologist in
private practice in Chestnut
Hill, Mass., where the study was
conducted.

Both groups received treat-
ment with an Er:Glass laser (at
1,540 nm, with 50 mJ/mi-
crobeam and a 15-millisecond
pulse duration), and the combi-
nation group also received treat-
ment with optimized pulsed
light (operated at 500-670 nm
and 870-1,200 nm, with a fluence
of 32 J/cm2, and with a 20-mil-
lisecond pulse duration). The
order of treatment in the com-
bination group was random-
ized, and the order had no effect
on the outcome. However, treat-
ment was better tolerated when
optimized pulsed light was ap-
plied first, followed by the laser
treatment, Dr. Chan noted.

The side effects were similar
in the two groups, and included
only effects Òthat would be ex-
pected with nonablative frac-
tional laser treatment,Ó he said,
explaining that erythema and
edema occurred in all patients,
flaking and xerosis occurred in
some patients, and postinflam-

matory hyperpigmentation was
extremely rare. ÒIn fact, all side
effects resolved within 1 month,
and most resolved within 1
week,Ó he said, adding that no
difference was seen in the inci-
dence of adverse effects be-
tween the combination and
laser-only treatment groups. 

All patients reported being
satisfied with the outcome, and
most reported being Òvery sat-
isfied,Ó he said.

Outcomes were assessed by
three blinded dermatologists
trained in the evaluation of

wrinkles and pigmentation, one
of whom was Dr. Chan. The
dermatologists compared clini-
cal photographs taken at base-
line and at 1 month following
treatment.

A single treatment with this
combined approach to facial re-
juvenation can lead to modest
improvement in wrinkles and
significant improvement in pig-
mentation, he concluded, not-
ing that multiple treatments us-
ing this combined approach
could hypothetically lead to fur-
ther improvements. ■

A patient is shown before (left) and 1 month after undergoing
treatment with the combined use of a nonablative, fractional
1,540-nm laser and optimized pulsed light.
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Major Finding: The mean pigment improvement score in the

10 patients assigned to the combination treatment group

was 2.4 points on a 1- to 4-point scale, compared with 1.2

points in the 26 patients assigned to the laser-only treat-

ment group.

Data Source: A study comparing combined 1,540-nm laser

treatment and optimized pulsed light with 1,540-nm laser

treatment alone for facial rejuvenation. 

Disclosures: This study was sponsored by Palomar. Dr. Chan

said he had no other relevant financial disclosures.
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Broadband Light Halted Signs of Aging in Small Study
B Y  S H A R O N  W O R C E S T E R

FROM THE ANNUAL MEETING OF THE

AMERICAN SOCIETY FOR LASER

MEDICINE AND SURGERY

KISSIMMEE, FLA. Ð Broadband light
therapy virtually halted the signs of
aging in women treated at least annu-
ally for 8 years, according to Dr. Patrick
Bitter Jr.

ÒThis really is the closest thing we
have to a fountain of youth for delaying
skin aging,Ó Dr. Bitter said.

Eleven women underwent treatment
of the entire face with the Sciton Broad-
Band Light system at least once a year
over an 8-year period. Blinded evaluators
(490), including 51 dermatologists, indi-
cated that the women aged no more than
about 6 months during that time, said
Dr. Bitter, a dermatologist in private
practice in Los Gatos, Calif. 

The mean age of the women at the
start of treatment was 45 years, and the
dermatologists who participated in the
evaluations of ÒbeforeÓ and ÒafterÓ pho-
tographs rated their age as a mean of 45
years based on the ÒbeforeÓ images. At
an average of 8 years follow-up, the eval-
uators rated the age of the participants
at a mean of 45 to 45.5 years, which was
a mean of 9 years younger than the par-
ticipantsÕ actual ages, he said.

Study participants included women in
Dr. BitterÕs practice who received at least

one treatment annually with good Òbe-
foreÓ photos who had not received any
laser treatments or cosmetic surgery.
Skin care regimens varied among the
women.

The evaluators Ð only the dermatolo-
gistsÕ responses were included in the
data Dr. Bitter presented Ðwere blinded
to any treatments the women under-
went, and photos were taken in a way
that ensured the evaluation was based
entirely on skin appearance and not on
other signs of aging (such as graying
hair), he noted.

Broadband light technologies are
known to be effective for reversing the
signs of aging, such as wrinkles, redness,
and brown spots, and data have shown
that broadband light can improve the
skin histologically. However, this is the

first blinded evaluation of
long-term results among
those receiving regular
treatments, Dr. Bitter
said, noting that this study
was prompted in part by a
Swiss study published sev-
eral years ago that specu-
lated that such treatments
might actually accelerate
aging of the skin when
used over time.

His experience in 14
years of using broadband
light treatments suggested

otherwise, and these findings provide
further evidence
that long-term use
reverses and pre-
vents the signs of
aging, he said.

New data from
a corollary study
to be presented at
an upcoming
meeting of the So-
ciety for Investiga-
tive Dermatology will provide addition-
al evidence that light Òdoes more than
just make reds and browns go away,Ó he
said. ÒWhat is seems to do is make skin
cells behave like younger skin cells.Ó

Dr. Bitter noted that the difference be-
tween a patientÕs really liking results and
not seeing a difference is technique.

ÒThis is a great technology, buy you
need to know how to use it,Ó he said, ex-
plaining that it is important to know the
optimal parameters based on skin type,
to perform enough passes at each ses-
sion, and to conduct enough sessions.

In an interview, Dr. Robert A. Weiss of
the department of dermatology at Johns
Hopkins University, Baltimore, agreed
that the technique is critical to success.
ÒContinued sun protection is critical, as
well,Ó he said.

Like Dr. Bitter, Dr. Weiss has seen ef-
fective long-term results with intense
pulsed light technology. In a study pub-
lished in 2002, he and his colleagues re-

ported on 80 ran-
domly selected
patients with skin
types I-IV who
were treated with
filtered flashlamp
intense pulsed
light between 1996
and 1997. At 4-year
follow-up after the
first of a median

of three treatments, 83% of patients had
improved skin texture, 82% had im-
proved telangiectasias, and 79% had im-
proved pigmentation (Dermatol. Surg.
2002; 28:1115-9).

ÒThe end result is clearer, brighter,
younger, healthier-looking skin,Ó Dr.
Weiss said. ■

Major Finding: After 8 years of at least once-a-

year treatment, the women in the study were rat-

ed as appearing a mean 9 years younger than

their actual age.

Data Source: This was a blinded evaluation of

long-term outcomes with regular broadband light

therapy in 11 women.

Disclosures: Dr. Bitter owns the trademark for

FotoFacial intense pulsed light treatments. Dr.

Weiss reported at the time his study was pub-

lished he was a consultant and preceptor for Lu-

menis, and that the devices used in the study

were purchased at a discount.
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Technique and
continued sun
protection are
critical to
treatment
success.

DR. WEISS
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60 Years and Counting: A Celebration 
Of Dermatologic Surgery Milestones

B Y  S H A R O N  W O R C E S T E R

FROM SEMINARS IN CUTANEOUS MEDICINE AND SURGERY

I
t was questionable whether in 1952, when Dr. Norman Oren-
treich performed the first hair transplant and Dr. George
Mackee reported on his 50-year experience with phenol

chemical peels, anyone envisioned how far the field of derma-
tologic surgery would advance, but there’s no question now: The
specialty has come a long way. 

“Dermatologic surgery has blossomed into a full and diverse
specialty with many elements,” Dr. C. William Hanke noted in
the June issue of Seminars in Cutaneous Medicine and Surgery
(2012;31:52-9). He highlighted key events that shaped the bur-
geoning specialty.

Historical Highlights
From the first report on phenol peels by Dr. Mackee (Br. J. Der-
matol. 1952;64:456-9), to the coining of the term “tumescent lo-
cal anesthesia” by Dr. Hanke and his colleagues in 1998 – and pub-
lication of a comprehensive text on the tumescent technique 2
years later by Dr. Jeffery A. Klein (“Tumescent Technique: Tumes-
cent Anesthesia and Microcannular Liposuction,” St. Louis, Mos-
by, 2000) – Dr. Hanke chronicled the specialty’s evolution. 

For example, he noted that in 1961, Dr. Leon Goldman be-
came the first physician to treat patients with lasers. “He is ac-
knowledged as the father of lasers in medicine and surgery,” Dr.
Hanke, a dermatologist in private practice in Carmel, Indiana,
wrote. He added that the pioneer’s first medicinal use of a laser
launched 3 decades of related leadership, practice, and research.

Among other events that stand out in the history of the spe-
cialty, according to Dr. Hanke, are the first reports on
cryosurgery with liquid nitrogen in 1966 by Dr. Setrag Zacari-
an (“Cryosurgery of Skin Cancer and Cutaneous Disorders,” St.
Louis, Mosby, 1985), and on ambulatory phlebectomy by Dr.
Robert Muller the same year (Phlebologie 1966;19:227-9). 

And, in 1967, Dr. Frederic E. Mohs founded the American Col-
lege of Chemosurgery, which is today known as the American
College of Mohs Surgery. “Mohs surgery continues to be an im-
portant part of the dermatologic surgery curriculum,” Dr.
Hanke said.

Advancements in vein ablation took pace in 1982 when the first
report on hypertonic saline injections for treating leg veins, by
Bruce Chrisman, was published (Hawaii Med. J. 1982;41:406-8). 

In 1986, Dr. Saul Asken published the “Manual of Liposuction
Surgery and Autologous Fat Transplantation Under Local Anes-
thesia” (Terry and Associates, Irvine, Calif.), and the following
year, Dr. Jeffery A. Klein published the first report on the tumes-
cent technique for liposuction (Am. J. Cosm. Surg. 1987;4:263-7). 

Dr. Alastair Carruthers and Dr. Jean Carruthers revolutionized
the field in 1987 when they began using botulinum toxin for cos-
metic purposes. “Their joint observation that botulinum toxin
can affect the muscles of facial expression began a revolution in
cosmetic dermatology,” wrote Dr. Hanke.

He also highlighted the launch of numerous societies and pub-
lications that helped to advance the specialty, including the
founding of the American Society for Dermatologic Surgery in
1970, the launch of the Journal of Dermatologic surgery in 1975,
and the founding of the American Society for Lasers in Medi-
cine and Surgery in 1981. And the specialty has continued to
evolve at a rapid pace since that time, he noted.

Work by Dr. R. Rox Anderson and Dr. John A. Parrish on se-
lective photothermolysis, for example, launched research lead-
ing to the fractionated laser technology in use today; and on-
going work by the Carruthers on botulinum toxin launched a
new era in noninvasive facial rejuvenation, he said.

“Facelift bypass” procedures have satisfied many patients
without subjecting them to the expense or morbidity of exten-
sive facial surgery, Dr. Hanke noted, adding that new filler ma-
terials can be placed in the subcutaneous or supraperiosteal
planes of the face with good results and minimal complications.

“A newly approved hyaluronic acid from Germany will al-
low treatment of very superficial wrinkles without the risk of
the ‘Tyndall effect,’ ” he added.

Also in the last decade, dermatologic surgery–related edu-
cational initiatives have been advanced. In 2004, 1-year fel-
lowship training programs were approved by the Accreditation
Council for Graduate Medical Education for training in der-
matologic surgery; and last year, there were 47 ACGME-ac-
credited procedural dermatology fellowship training programs
in place, he said. 

“Dermatologic surgery is an important component of near-
ly all dermatology postgraduate courses,” added Dr. Hanke.

The history of fractional laser technology and fillers was ad-
dressed in separate articles in the same issue of Seminars in Cu-
taneous Medicine and Surgery, underscoring the importance of
the two recent developments.

Fillers
The next phase of development in injectable fillers has begun,
according to Dr. Richard G. Glogau. 

“The concept of augmentation has moved from simple lines,
scars, and wrinkles to revolumizing the aging face,” noted Dr.
Glogau, a clinical professor of dermatology at the University of
California, San Francisco. “While seeking extended duration of
effect balanced against the safety profile of the injectable, our
focus is now directed to extending the lifting or volumizing ef-
fect that one can achieve with these fillers.”

The initial movement into 3-dimensional correction with in-
jectable fillers began with the dramatic improvement seen in lip
volume championed in the 1980s, and each of a litany of fillers
that followed, including fat, collagen, silicone, hyaluronic acids,
poly-L-lactic acids, calcium hydroxylapatite, and polymethyl-
methacrylate (Sem. Cut. Med. Surg. 2012;31:78-87).

New fillers, some of which represent refinements of existing
technologies, continue to undergo review. Aquamid – a bio-
compatible, nonabsorbable, permanent injectable hydrogel im-
plant – is currently under review by the Food and Drug Ad-
ministration and is approved for use in Europe.

It is also possible that fillers will move beyond the tradition-
al concept of inert medical devices and into the realm of true
biologics – “materials that will improve the texture, elasticity, ra-
diance, and possibly color, of the skin itself,” he added.

“Just as the last 40 years has seen the movement from 2 to 3
dimensions, the next 2 decades will see movement from the
macro to the micro level, and fillers will become systems for ac-
tive metabolic manipulation and protection of the aging skin,”
he concluded. 

Fractionation
The development of fractional photothermolysis was “a mile-
stone in the history of laser technology and cutaneous resur-
facing,” according to Dr. Nazanin Saedi, a dermatologist in pri-
vate practice in Chestnut Hill, Mass, and her colleagues.

The technology, noted the study authors, builds on the
knowledge gained from early CO2 and Er:YAG laser treatment
experiences, achieving greater optimization of parameters to in-
duce the types of benefits seen with CO2 resurfacing, but with-
out the significant postoperative morbidity, complications, and
discomfort associated with the earlier technologies. 

Furthermore, the older therapies destroyed the barrier pro-
tection, which “significantly increased the risk of infection
throughout the recovery period and required extensive home
care. The risk of scarring, delayed-onset permanent hypopig-
mentation, and demarcation lines was significant even in the
hands of an experienced operator,” they wrote (Sem. Cut.
Med. Surg. 2012;31:105-9).

In an en effort to overcome these problems, what followed was
nonablative dermal remodeling (with less than impressive re-
sults), and ultimately, the “idea of fractionated laser technolo-
gy,” they continued.

First used in hair transplant surgery, the technology led to de-
velopment of the 1,550-nm nonablative “Fraxel” laser (now
called the Fraxel Re:Store by Solta Medical), which debuted in
the literature in 2004. This and other fractional laser technolo-
gies are now used to treat photoaging, superficial and deep

Continued on following page
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Indication
Erivedge™ (vismodegib) capsule is indicated for the treatment of adults with metastatic basal  
cell carcinoma, or with locally advanced basal cell carcinoma that has recurred following surgery  
or who are not candidates for surgery, and who are not candidates for radiation.

WARNING: EMBRYO-FETAL DEATH AND SEVERE BIRTH DEFECTS
See full prescribing information for complete boxed warning.
Erivedge can result in embryo-fetal death or severe birth defects. Verify pregnancy status prior to 
initiation of Erivedge. Advise male and female patients of these risks. Advise females of the need 
for contraception and advise males of the potential risk of Erivedge exposure through semen. 

Turn the page to see more...

Please see additional Important Safety Information, including BOXED WARNING, on following page  
and Brief Summary of Prescribing Information on back.

FOR PATIENTS WITH ADVANCED BCC 

IS IT TIME FOR A CHANGE?

The first and only FDA-approved Hedgehog  
pathway inhibitor
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Indication
Erivedge™ (vismodegib) capsule is indicated for the 
treatment of adults with metastatic basal cell carcinoma, 
or with locally advanced basal cell carcinoma that 
has recurred following surgery or who are not candidates 
for surgery, and who are not candidates for radiation.

Boxed Warning and Additional  
Important Safety Information
• Erivedge capsule can cause fetal harm when  
 administered to a pregnant woman based on  
 its mechanism of action
• Verify pregnancy status prior to the initiation of  
 Erivedge. Advise male and female patients of these 
 risks. Advise female patients of the need for 
 contraception during and after treatment and advise 
 male patients of the potential risk of Erivedge  
 exposure through semen  
• Advise patients to contact their healthcare provider 

 immediately if they suspect they (or, for males, 
 their female partner) may be pregnant
• Immediately report exposure to Erivedge during 
 pregnancy and encourage women who may have  
 been exposed to Erivedge during pregnancy, either 
 directly or through seminal fluid, to participate in 
 the Erivedge pregnancy pharmacovigilance program 
 by contacting the Genentech Adverse Event Line 
 at (888) 835-2555

Blood Donation
• Advise patients not to donate blood or blood products 
 while receiving Erivedge and for at least 7 months 
 after the last dose of Erivedge 

Nursing Mothers
• Inform female patients of the potential for serious 
 adverse reactions in nursing infants from Erivedge, 
 taking into account the importance of the drug 
 to the mother

Adverse Reactions
•  The most common adverse reactions (≥10%) were  
muscle spasms, alopecia, dysgeusia, weight loss,  
fatigue, nausea, diarrhea, decreased appetite, 
constipation, arthralgias, vomiting, and ageusia

• In clinical trials, a total of 3 of 10 premenopausal  
 women developed amenorrhea while receiving Erivedge
• Treatment-emergent grade 3 laboratory abnormalities 
 observed in clinical trials were hyponatremia in 6 
 patients (4%), hypokalemia in 2 patients (1%), and 
 azotemia in 3 patients (2%)
Please see Brief Summary of Prescribing Information 
on following page.

© 2012 Genentech USA, Inc. All rights reserved. HED0000894200 Printed in USA.

Simulated image based on locally advanced BCC patient at Week 24. 

Erivedge—a unique treatment option

•  Systemic therapy that targets dysregulated Hedgehog 
pathway signaling, a known driver of BCC1,2 

• One 150-mg capsule a day until disease progression 
 or unacceptable toxicity1 

• Erivedge reduced lesions in patients with advanced BCC1

TRANSFORM THE TREATMENT  
OF ADVANCED BCC

See what you can offer your patients with 
advanced BCC at www.Erivedge.com
References: 1. Erivedge™ (vismodegib) capsule Prescribing Information.
Genentech, Inc. January 2012. 2. Epstein EH. Nat Rev Cancer. 2008;  
8:743-754. 

* Patients received at least 1 dose of Erivedge with independent pathologist-confirmed   
 diagnosis of BCC. For laBCC, complete response was defined as objective response   
 with no residual BCC on sampling biopsy. 
  IRF=Independent Review Facility. CI=confidence interval. laBCC=locally advanced BCC. 

mBCC=metastatic BCC. NE=not estimable.
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Indication
Erivedge™ (vismodegib) capsule is indicated for the 
treatment of adults with metastatic basal cell carcinoma, 
or with locally advanced basal cell carcinoma that 
has recurred following surgery or who are not candidates 
for surgery, and who are not candidates for radiation.

Boxed Warning and Additional  
Important Safety Information
• Erivedge capsule can cause fetal harm when  
 administered to a pregnant woman based on  
 its mechanism of action
• Verify pregnancy status prior to the initiation of  
 Erivedge. Advise male and female patients of these 
 risks. Advise female patients of the need for 
 contraception during and after treatment and advise 
 male patients of the potential risk of Erivedge  
 exposure through semen  
• Advise patients to contact their healthcare provider 

 immediately if they suspect they (or, for males, 
 their female partner) may be pregnant
• Immediately report exposure to Erivedge during 
 pregnancy and encourage women who may have  
 been exposed to Erivedge during pregnancy, either 
 directly or through seminal fluid, to participate in 
 the Erivedge pregnancy pharmacovigilance program 
 by contacting the Genentech Adverse Event Line 
 at (888) 835-2555

Blood Donation
• Advise patients not to donate blood or blood products 
 while receiving Erivedge and for at least 7 months 
 after the last dose of Erivedge 

Nursing Mothers
• Inform female patients of the potential for serious 
 adverse reactions in nursing infants from Erivedge, 
 taking into account the importance of the drug 
 to the mother

Adverse Reactions
•  The most common adverse reactions (≥10%) were  
muscle spasms, alopecia, dysgeusia, weight loss,  
fatigue, nausea, diarrhea, decreased appetite, 
constipation, arthralgias, vomiting, and ageusia

• In clinical trials, a total of 3 of 10 premenopausal  
 women developed amenorrhea while receiving Erivedge
• Treatment-emergent grade 3 laboratory abnormalities 
 observed in clinical trials were hyponatremia in 6 
 patients (4%), hypokalemia in 2 patients (1%), and 
 azotemia in 3 patients (2%)
Please see Brief Summary of Prescribing Information 
on following page.

© 2012 Genentech USA, Inc. All rights reserved. HED0000894200 Printed in USA.

Simulated image based on locally advanced BCC patient at Week 24. 

Erivedge—a unique treatment option

•  Systemic therapy that targets dysregulated Hedgehog 
pathway signaling, a known driver of BCC1,2 

• One 150-mg capsule a day until disease progression 
 or unacceptable toxicity1 

• Erivedge reduced lesions in patients with advanced BCC1

TRANSFORM THE TREATMENT  
OF ADVANCED BCC

See what you can offer your patients with 
advanced BCC at www.Erivedge.com
References: 1. Erivedge™ (vismodegib) capsule Prescribing Information.
Genentech, Inc. January 2012. 2. Epstein EH. Nat Rev Cancer. 2008;  
8:743-754. 

* Patients received at least 1 dose of Erivedge with independent pathologist-confirmed   
 diagnosis of BCC. For laBCC, complete response was defined as objective response   
 with no residual BCC on sampling biopsy. 
  IRF=Independent Review Facility. CI=confidence interval. laBCC=locally advanced BCC. 

mBCC=metastatic BCC. NE=not estimable.
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ERIVEDGE (vismodegib) capsule  
Initial U.S. Approval:  2012
This is a brief summary of information about ERIVEDGE. Before 
prescribing, please see full prescribing information.

WARNING: EMBRYO-FETAL DEATH AND SEVERE BIRTH DEFECTS
ERIVEDGE (vismodegib) capsule can result in embryo-fetal death 
or severe birth defects. ERIVEDGE is embryotoxic and teratogenic 
in animals.  Teratogenic effects included severe midline defects, 
missing digits, and other irreversible malformations.
Verify pregnancy status prior to the initiation of ERIVEDGE.  Advise 
male and female patients of these risks.  Advise female patients 
of the need for contraception and advise male patients of the 
potential risk of ERIVEDGE exposure through semen [see Warnings 
and Precautions (5.1), Use in Specific Populations (8.1, 8.6)].

1 INDICATIONS AND USAGE
ERIVEDGE capsule is indicated for the treatment of adults with 
metastatic basal cell carcinoma, or with locally advanced basal 
cell carcinoma that has recurred following surgery or who are not 
candidates for surgery, and who are not candidates for radiation.
2 DOSAGE AND ADMINISTRATION
The recommended dose of ERIVEDGE is 150  mg taken orally once 
daily until disease progression or until unacceptable toxicity [see 
Clinical Studies (14)].
ERIVEDGE may be taken with or without food.  Swallow capsules 
whole. Do not open or crush capsules.
If a dose of ERIVEDGE is missed, do not make up that dose; resume 
dosing with the next scheduled dose.
4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS
5.1 Embryo-Fetal Death and Severe Birth Defects
ERIVEDGE capsules can cause fetal harm when administered to a 
pregnant woman based on its mechanism of action.  Vismodegib 
is teratogenic, embryotoxic, and fetotoxic in rats at maternal 
exposures lower than the human exposures at the recommended 
dose of 150 mg/day.  In rats, malformations included craniofacial 
anomalies, open perineum, and absent or fused digits.  Fetal 
retardations and variations were also observed.
Verify pregnancy status prior to the initiation of ERIVEDGE.  Advise 
male and female patients of the risks of embryo-fetal death and 
severe birth defects and the need for contraception during and after 
treatment.  Advise patients to contact their healthcare provider 
immediately if they suspect they (or, for males, their female partner) 
may be pregnant.  Female and male patients of reproductive 
potential should be counseled regarding pregnancy prevention 
and planning.  If ERIVEDGE is used during pregnancy or if a patient 
becomes pregnant while taking (or for a male patient, if his female 
partner is exposed to) ERIVEDGE, the patient should be apprised of 
the potential hazard to the fetus. Report immediately exposure to 
ERIVEDGE during pregnancy to the Genentech Adverse Event Line at 
1-888-835-2555.  Encourage women who may have been exposed to 
ERIVEDGE during pregnancy, either directly or through seminal fluid, 
to participate in the ERIVEDGE pregnancy pharmacovigilance program 
by contacting the Genentech Adverse Event Line at 1-888-835-2555  
[see Boxed Warning, Use in Specific Populations (8.1, 8.6)].
5.2 Blood Donation
Advise patients not to donate blood or blood products while receiving 
ERIVEDGE and for at least 7 months after the last dose of ERIVEDGE.
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot 
be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in clinical practice.
ERIVEDGE capsule was administered as monotherapy at doses 
≥ 150 mg orally daily in four open-label, uncontrolled, dose-ranging 
or fixed single dose clinical trials enrolling a total of 138  patients 
with advanced basal cell carcinoma (BCC).  The median age of these 
patients was 61 years (range 21 to 101), 100% were White (including 
Hispanics), and 64% were male.  The median duration of treatment 
was approximately 10 months (305 days; range 0.7  to 36 months); 
111 patients received ERIVEDGE for 6 months or longer.
The most common adverse reactions (≥  10%) were muscle spasms,  
alopecia, dysgeusia, weight loss, fatigue, nausea, diarrhea, decreased  
appetite, constipation, arthralgias, vomiting, and ageusia (Table 1).
Table 1: Adverse Reactions Occurring in ≥  10% of Advanced  
BCC Patients

MedDRA Preferred Term2

All aBCC1 Patients (N = 138)

All Grades3 
(%)

Grade 3 
(%)

Grade 4 
(%)

Gastrointestinal disorders

Nausea 42 (30.4%) 1 (0.7%) -

Diarrhea 40 (29.0%) 1 (0.7%) -

Constipation 29 (21.0%) - -

Vomiting 19 (13.8%) - -

General disorders and 
administration site 
conditions

Fatigue 55 (39.9%) 7 (5.1%) 1 (0.7%)

Investigations

Weight loss 62 (44.9%) 10 (7.2%) -

Table 1: Adverse Reactions Occurring in ≥  10% of Advanced  
BCC Patients (cont)

MedDRA Preferred Term2

All aBCC1 Patients (N = 138)

All Grades3 
(%)

Grade 3 
(%)

Grade 4 
(%)

Metabolism and nutrition 
disorders

Decreased appetite 35 (25.4%) 3 (2.2%) -

Musculoskeletal and 
connective tissue disorders

Muscle spasms 99 (71.7%) 5 (3.6%) -

Arthralgias 22 (15.9%) 1 (0.7%)

Nervous system disorders

Dysgeusia 76 (55.1%) - -

Ageusia 15 (10.9%) - -

Skin and subcutaneous 
tissue disorders

Alopecia 88 (63.8%) - -
1aBCC = Advanced Basal Cell Carcinoma.
2MedDRA = Medical Dictionary for Regulatory Activities.
3Grading according to NCI-CTCAE v3.0.
Amenorrhea:
In clinical trials, a total of 3 of 10 pre-menopausal women developed 
amenorrhea while receiving ERIVEDGE [see Non-Clinical Toxicology (13.1)].
Laboratory Abnormalities:
Treatment-emergent Grade  3 laboratory abnormalities observed in 
clinical trials were hyponatremia in 6 patients (4%), hypokalemia in 2 
patients (1%), and azotemia in 3 patients (2%).

7 DRUG INTERACTIONS
7.1 Effects of Other Drugs on Vismodegib
Drugs that Inhibit or Induce Drug Metabolizing Enzymes
Vismodegib elimination involves multiple pathways.  Vismodegib is  
predominantly excreted as an unchanged drug.  Several minor  
metabolites are produced by multiple CYP enzymes.  Although 
vismodegib is a substrate of CYP2C9 and CYP3A4 in vitro, CYP inhibition 
is not predicted to alter vismodegib systemic exposure since similar 
steady-state plasma vismodegib concentrations were observed in 
patients in clinical trials concomitantly treated with CYP3A4 inducers 
(i.e., carbamazepine, modafinil, phenobarbital) and those concomitantly 
treated with CYP3A4 inhibitors (i.e., erythromycin, fluconazole).
Drugs that Inhibit Drug Transport Systems
In vitro studies indicate that vismodegib is a substrate of the efflux 
transporter P-glycoprotein (P-gp). When ERIVEDGE is coadministered 
with drugs that inhibit P-gp (e.g. clarithromycin, erythromycin, 
azithromycin), systemic exposure of vismodegib and incidence of adverse 
events of ERIVEDGE may be increased.
Drugs that Affect Gastric pH
Drugs that alter the pH of the upper GI tract (e.g. proton pump inhibitors, 
H2-receptor antagonists, and antacids) may alter the solubility of 
vismodegib and reduce its bioavailability. However, no formal clinical 
study has been conducted to evaluate the effect of gastric pH altering 
agents on the systemic exposure of vismodegib. Increasing the dose 
of ERIVEDGE when coadministered with such agents is not likely to 
compensate for the loss of exposure. When ERIVEDGE is coadministered 
with a proton pump inhibitor, H2-receptor antagonist or antacid, systemic 
exposure of vismodegib may be decreased and the effect on efficacy of 
ERIVEDGE is unknown.
7.2 Effects of Vismodegib on Other Drugs
Results of a drug-drug interaction study conducted in cancer patients 
demonstrated that the systemic exposure of rosiglitazone (a CYP2C8 
substrate) or oral contraceptives (ethinyl estradiol and norethindrone) 
is not altered when either drug is co-administered with vismodegib.
In vitro studies indicate that vismodegib is an inhibitor of CYP2C8, 
CYP2C9, CYP2C19 and the transporter BCRP. Vismodegib does not 
induce CYP1A2, CYP2B6, or CYP3A4/5 in human hepatocytes.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category D
ERIVEDGE capsule can cause fetal harm when administered to 
a pregnant female based on its mechanism of action.  Vismodegib 
is teratogenic in rats at doses corresponding to an exposure of 
20% of the exposure at the recommended human dose (estimated 
AUC0-24hr steady-state exposure).  In rats, malformations included 
craniofacial anomalies, open perineum, and absent or fused digits.  
Fetal retardations and variations were also observed.  Vismodegib is 
embryolethal in rats at exposures within the range achieved at the 
recommended human dose.  If ERIVEDGE is used during pregnancy, 
or if the patient becomes pregnant while taking this drug, the patient 
should be apprised of the potential hazard to the embryo or fetus.  
Report immediately exposure to ERIVEDGE during pregnancy to the 
Genentech Adverse Event Line at 1-888-835-2555.  Encourage 
women who may have been exposed to ERIVEDGE during pregnancy, 
either directly or through seminal fluid, to participate in the ERIVEDGE 
pregnancy pharmacovigilance program by contacting the Genentech 
Adverse Event Line at 1-888-835-2555 [see Boxed Warning, Warnings 
and Precautions (5.1)].
In an embryo-fetal developmental toxicity study, pregnant rats were 
administered oral vismodegib at doses of 10, 60, or 300 mg/kg/day 
during the period of organogenesis.  Pre- and post-implantation loss 
were increased at doses of ≥ 60 mg/kg/day (approximately ≥ 2 times 
the systemic exposure (AUC) in patients at the recommended human 
dose), which included early resorption of 100% of the fetuses.  A dose 
of 10 mg/kg/day (approximately 0.2 times the AUC in patients at the 
recommended dose) resulted in malformations (including missing 
and/or fused digits, open perineum and craniofacial anomalies) and 
retardations or variations (including dilated renal pelvis, dilated ureter, 
and incompletely or unossified sternal elements, centra of vertebrae, 
or proximal phalanges and claws).
8.3 Nursing Mothers
It is not known whether vismodegib is excreted in human breast 
milk.  Because many drugs are excreted in human milk and because 

of the potential for serious adverse reactions in nursing infants from 
ERIVEDGE, a decision should be made whether to discontinue nursing 
or to discontinue the drug, taking into account the importance of the 
drug to the mother.
8.4 Pediatric Use
The safety and effectiveness of ERIVEDGE capsule have not been 
established in pediatric patients.
In repeat-dose toxicology studies in rats, administration of oral vismodegib 
resulted in toxicities in bone and teeth.  Effects on bone consisted 
of closure of the epiphyseal growth plate when oral vismodegib was 
administered for 26 weeks at ≥ 50 mg/kg/day (approximately ≥ 0.4 times 
the systemic exposure (AUC) in patients at the recommended human 
dose).  Abnormalities in growing incisor teeth (including degeneration/
necrosis of odontoblasts, formation of fluid-filled cysts in the dental pulp, 
ossification of the root canal, and hemorrhage resulting in breakage or 
loss of teeth) were observed after administration of oral vismodegib at 
≥ 15 mg/kg/day (approximately ≥ 0.2  times the AUC in patients at the 
recommended human dose).
8.5 Geriatric Use
Clinical studies of ERIVEDGE capsule did not include sufficient numbers 
of patients aged 65 and over to determine whether they respond 
differently from younger patients.
8.6 Females of Reproductive Potential and Males
ERIVEDGE capsule can cause harm to the embryo or fetus when 
administered during pregnancy.  Counsel female and male patients 
regarding pregnancy prevention and planning.  Advise patients to 
contact their healthcare provider immediately if they suspect they (or, 
for males, their female partner) may be pregnant [see Boxed Warning, 
Warnings and Precautions (5.1), Use in Specific Populations (8.1)]

Female patients
Determine pregnancy status within 7 days prior to initiation of treatment 
in females of reproductive potential.  For females with a negative 
pregnancy test, initiate a highly effective form of contraception (failure 
rate of less than 1%) prior to the first dose.  Continue highly effective 
contraception during therapy and for 7 months after the last dose of 
ERIVEDGE.  If a patient becomes pregnant while taking ERIVEDGE, 
or during the 7 months after the last dose of treatment, report the 
pregnancy to the Genentech Adverse Event Line at 1-888-835-2555.  
Encourage pregnant females to participate in the ERIVEDGE pregnancy 
pharmacovigilance program by calling the Genentech Adverse Event 
Line at 1-888-835-2555.  Counsel pregnant females about the 
teratogenic risk to the fetus.
Amenorrhea has been observed in clinical trials in females of 
reproductive potential.  Reversibility of amenorrhea is unknown [see 
Adverse Reactions (6), Nonclinical Toxicology (13.1)].
Male patients
Male patients should use condoms with spermicide, even after a 
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rhytids, scars (including in patients with darker skin
types), and pigmentation.

Both nonablative and ablative fractional resurfacing
have proved to be safer than have traditional ablative
lasers, Dr. Saedi and her colleagues noted. However, com-
plications can still occur, such as infections (with herpes
simplex virus being the most common), acneiform erup-
tions, prolonged erythema, pigmentary alteration, and
scarring (rare, but can also result from infection associ-
ated with treatment). 

“Counterintuitively, nonablative or ablative fractionat-
ed devices at low energies and densities can be useful in
the treatment of scarring, including hypertrophic scars”
as previously mentioned, they noted.

“While [fractional lasers are] inherently safer due to the
pixelated manner of the treatment, complications can be
further prevented with attentive surgical technique and
judicious use of prophylaxis,” they wrote. 

The future of fractional laser technology promises to
hold exciting developments. For example, since ablative
fractional resurfacing creates microscopic vertical holes
in tissue, the delivery of topical drugs through these
holes is possible. In animal models, the photosensitiz-
er methylaminolevulinic acid has been delivered using
this approach, and tests have suggested that low-densi-
ty treatment would be sufficient for deep dermal drug
delivery.

“Treatment of skin in a porcine model showed en-
hanced depth of photodynamic therapy following por-
phyrin application after pretreatment with fractional
resurfacing. An in vitro study utilizing low fluence frac-
tionated Erbium:YAG demonstrated upward of a 125-fold
increase in imiquimod delivery,” they noted.

Trials in humans are underway to assess the feasibility
and safety of enhanced drug delivery using this ap-
proach, and there is speculation that, ultimately, it could
be used for delivery of biologic peptides and vaccines.

Tattoo removal is another promising use for fraction-
al lasers, with early studies demonstrating good results,
noted Dr. Saedi and her colleagues, explaining that abla-
tive fractional lasers, when used in conjunction with a Q-
switched laser, appear to provide enhanced tattoo re-
moval capabilities. 

“With new devices and wavelengths, the applications
of this technology continue to grow,” they wrote, con-
cluding that “the future remains bright for fractionated
laser devices.”

Likewise, the future of dermatologic surgery in gen-
eral remains promising, Dr. Hanke said. “Many new pro-
cedures and advances lie ahead.”

Neither Dr. Hanke nor Dr. Saedi had disclosures to re-
port. Another author on the article by Dr. Saedi (Dr.
Christopher Zachary) reported receiving an honorarium
from Solta Medical. ■

2000 (and beyond) –
Dr. R. Rox Anderson and

Dr. John A. Parrish

continued their work on

selective

photothermolysis, leading

to the fractional

technologies being

developed today.

Milestones in Dermatologic Surgery
Continued from previous page

1952 – 
Dr. Norman Orentreich performed the

first hair transplant (published in

1959); Dr. George Mackee reported

on his 50-year experience of using

phenol chemical peels.

– 1953
Dr. Abner Kurtin

developed modern-day

dermabrasion.

1961 – 
Dr. Leon Goldman became the

first physician to treat patients

with lasers.

– 1966
Dr. Setrag Zacarian published

the first report on cryosurgery

using liquid nitrogen; Dr. Robert

Muller published the first report

on ambulatory phlebectomy.

– 1970
The American Society

for Dermatologic

Surgery was founded. 

1975 – 
The Journal of Dermatologic

Surgery was founded by Dr.

George L. Popkin and Dr. Perry

Robins (renamed the Journal of

Dermatologic Surgery and

Oncology in 1977 and

Dermatologic Surgery in 1995). 

1986 – 
Dr. Saul Asken published the Manual

of Liposuction Surgery – 1987
Dr. Jeffrey A. Klein published the

first report on the tumescent

technique for liposuction; Dr.

Alastair Carruthers and Dr. Jean

Carruthers began the cosmetic use

of botulinum toxin.

1998 – 
Dr. C. William Hanke, Dr. Boris Sommer, and 

Dr. Gerhard Sattler, coined the term “tumescent

local anesthesia.”

Source: Sem. Cut. Med. Surg. 2012; in press

– 2004
One-year fellowship training programs in

procedural dermatology were approved by the

Accreditation Council for Graduate Medical

Education.

DR. ORENTREICH

DR. GOLDMAN

DR. ASKEN

DR. KLEIN

DR. ANDERSON DR. PARRISH

1967 –
Dr. Frederic E. Mohs, who earlier

developed the “fixed tissue”

technique, founded the American

College of Chemosurgery; Dr.

Theodore A. Tromovitch and Dr.

Samuel J. Stegman began using Mohs

“fresh-tissue” technique.

DR. MOHS

– 1981
The American Society for Lasers in Medicine

and Surgery was founded.

– 1982
Dr. Bruce Chrisman

published the first report

on hypertonic saline

injections for leg veins.

Full text articles from the June issue of

Seminars in Cutaneous 
Medicine and Surgery

are available at 

SkinAndAllergyNews.com

Quasi-Ablative Device Dulls Photodamage
B Y  S H A R O N  W O R C E S T E R

FROM THE ANNUAL MEETING OF

THE AMERICAN SOCIETY FOR

LASER MEDICINE AND SURGERY

KISSIMMEE, FLA. – The non-
ablative 1,540-nm fractional laser
can be safely converted to a qua-
si-ablative device for treating fa-
cial actinic keratoses and photo-
damage, according to Dr. Moshe
Lapidoth. 

With slight modification of
technique, a 50%-75% improve-
ment in actinic keratoses and pho-
todamage was noted in 17 patients
who underwent two to three
treatments at 4-week intervals, Dr.
Lapidoth reported at the meet-
ing. The laser was used in non-

contact mode hovering 5-10 mm
above the skin rather than in con-
tact mode.

The patients had actinic ker-
atoses and photodamage requir-
ing ablative treatment of the epi-
dermis. Treatment was applied
using a fluence of 75 J/cm2, a 15-
ms pulse duration, and a 10-mm
spot size. 

Two blinded assessors and the
participants evaluated clinical im-
provement at 3 months after the fi-
nal treatment using a quartile grad-
ing scale (Lasers Med. Sci. 2012
April 27 [doi: 10.1007/s10103-012-
1103-6])

A score of 0 was associated with
no improvement; a score of 1 with
1%-25% improvement, a score of

2 with 26%-50% improvement, a
score of 3 with 51%-75% im-
provement, and a score of 4 with
76%-100% improvement. The
mean score for actinic keratoses
was 3.4, and for skin appearance
was 3.2, said Dr. Lapidoth, head of
the laser department at Rabin
Medical Center in Israel.

Side effects after each treatment
included erythema, mild edema,
erosion in two patients, and mild
desquamation.

Although more current frac-
tional laser devices are designed to
be either ablative or nonablative,
the 1,540-nm fractional laser was
designed to be nonablative. 

Dr. Lapidoth reported having
no disclosures. ■
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That’s why we exist.

Research is vital
to theadvancement

of patient care

We are the leading private funding source for  
skin disease research and career development  

of physicians and scientists in dermatology.
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and are second only to the federal government in  
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Majority of HIV Patients Don’t Get Regular Care
B Y  S U S A N  L O N D O N

FROM THE CONFERENCE ON

RETROVIRUSES AND

OPPORTUNISTIC INFECTIONS

SEATTLE – Greater efforts are
needed to get people with HIV
infection into medical care, a nec-
essary prerequisite to therapy and
viral suppression, suggests a
cross-sectional survey of 4,217

HIV-positive adults conducted by
the Centers for Disease Control
and Prevention.

Survey results, reported at the
Conference on Retroviruses and
Opportunistic Infections, also
showed that only an estimated
36% of adults living with HIV in
2009 had at least one medical care
visit between January and April of
that year. 

But within this group, measures of
therapy were good: 89% had received at
least one prescription for antiretroviral
therapy (ART) in the past year, and 72%
had achieved a suppressed HIV viral
load.

“Increasing the size of the in-care pop-
ulation is critical to increase the overall
proportion of HIV-infected persons who
are on ART and suppressed,” said Dr.
Jacek Skarbinski, of the Division of
HIV/AIDS Prevention at the CDC.

Analyses have suggested that expand-
ing guidelines regarding when to initiate
ART – from the current recommenda-
tion (presence of AIDS or a nadir CD4
cell count of 500 cells/mL or lower) to
a new one covering all HIV-infected peo-
ple (regardless of CD4 cell count) –
would have only a small impact. 

In additional study findings, certain
groups of people in care – young adults,
blacks, and those living in poverty,
among others – were significantly less
likely to be prescribed ART, to achieve vi-
ral suppression, or both. 

Thus, “we need to address disparities
in HIV care and treatment, especially by
age, race, and income,” Dr. Skarbinski
said.

To obtain national estimates of these
outcomes, he and colleagues analyzed
data from the Medical Monitoring Pro-
ject, a supplemental surveillance system
that captures information on nationally
representative samples of HIV-infected
people in care. In 2009, it collected data
from 17 states and territories, 461 facili-
ties within those states and territories,
and 4,217 HIV-infected patients receiving
care in those facilities.

The patients represented an estimated
421,186 adults in care at the population
level, or just 36% of all 1.2 million peo-
ple living with HIV nationally on the ba-
sis of a recent estimate (MMWR
2011;60:689-93). The value was higher,
but still only 41%, when analyses were
annualized to reflect receipt of care dur-
ing the whole year and not just the first
4 months.

Patients in care were predominantly 40
years of age or older (75%), male (71%),
non-Hispanic black (41%) or white
(34%), and men who had sex with men
(47%). The majority had more than a
high school education (51%) but also
lived below the poverty line (54%) and
had public health insurance (62%). Half
were at least 10 years out from diagno-
sis, and two-thirds had AIDS. 

Multivariate analyses showed that in-
dividuals in care were significantly less
likely to be prescribed ART if they were
aged 18-29, non-Hispanic black, female,
in the first 4 years after diagnosis, and did
not have AIDS (regardless of nadir CD4
cell count).

Similarly, individuals in care were sig-
nificantly less likely to be prescribed an-
tiretroviral therapy if they were aged 18-
49, non-Hispanic black or of “other”
race/ethnicity, were living at or below
the poverty level, and did not have AIDS
and had a nadir CD4 cell count of
greater than 500 cells/mL. ■

Major Finding: Only an estimated 36% of HIV-

infected adults were receiving regular medical

care, but within this group, 89% were on anti-

retroviral therapy and 72% achieved viral sup-

pression.

Data Source: A cross-sectional survey of 4,217

HIV-infected adults in the United States in

2009 (the Medical Monitoring Project). 

Disclosures: Dr. Skarbinski disclosed that he

had no relevant conflicts of interest.
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Measles Cases, Outbreaks Hit 15-Year High
B Y  D I A N A  M A H O N E Y

FROM THE CDC MORBIDITY AND

MORTALITY WEEKLY REPORT

T
he number of cases of measles re-
ported in the United States last
year was higher than any year

since 1996 – an increase the Centers for
Disease Control and Prevention attribut-
es primarily to an increase in the impor-
tation of the disease from other countries
and the vulnerability of susceptible,
unimmunized people in the community.

A total of 222 measles cases and 17
measles outbreaks from 31 states were
reported to the CDC in 2011, compared
with a median of 60 cases and 4 out-
breaks reported annually during 2001-
2010, Dr. Anne Schuchat, director of the

National Center for Immunization and
Respiratory Disease’s Office of Infec-
tious Diseases reported in a telebriefing. 

Of the 222 cases, 200 (90%) were as-
sociated with importations from other
countries, including 52 (26%) cases in
U.S. residents who had recently traveled
abroad and 20 (10%) in foreign visitors,
she said, (MMWR 2012;61:253-7).

Of the patients who contracted the
disease in 2011, 86% were either unvac-
cinated or had unknown vaccination sta-
tus, underscoring the ongoing risk for
measles among unvaccinated individuals
and the importance of vaccination, de-
spite the fact that the disease was de-
clared to be eliminated – defined as the
interruption of year-round endemic
transmission – in the United States in
2000, Dr. Schuchat said. 

For the purposes of the CDC report,
measles outbreaks were defined as three
or more cases linked in time or place, and
U.S residents were classified as eligible or
ineligible for measles, mumps, and rubel-
la (MMR) vaccination according to the
recommendations of the Advisory Com-
mittee on Immunization Practices,
whereby vaccine-eligible patients were
those who were unvaccinated or had
unknown vaccination status; did not
have vaccination contraindications; and
were either born after 1957 and at least
12 months old without documented ev-
idence of measles immunity or 6-11
months with a recent history of inter-
national travel, according to the report.

The median age of the infected pa-
tients was 14 years (3 months to 84 years).
Of the 222, 196 were U.S. residents; of
those, 166 were unvaccinated or had un-
known vaccination status, 141 of whom
were eligible for vaccination, 18 who
were too young for vaccination, 6 who

were born before 1957 and thus had pre-
sumptive immunity, and 1 with previous
evidence of presumptive immunity.

In all, 72 of the 200 importation-asso-
ciated measles cases were imported from
other countries and nearly half of the 72
importations occurred among individu-
als who contracted the disease in the Eu-
ropean region, Dr. Schuchat said. “We
don’t usually think of Europe being as-
sociated with measles, but in reality there

has been a lot of measles in that region.
In 2011, more than 30,000 cases were
recorded in Europe, including 8 measles-
related deaths. The hardest hit regions
were places Americans tend to travel to,
including France, Italy, and Spain.” 

Unvaccinated U.S. residents traveling
to regions where measles are endemic
put themselves and others in their com-
munities at risk for measles, she said.

Physicians need to keep measles in

mind when they encounter persons with
a fever and rash, along with symptoms
such as cough, coryza, or conjunctivitis,
especially in persons who recently have
traveled abroad or have had contact with
travelers.

Despite the relatively small number of
measles cases in the United States, vigi-
lance on behalf of the public and health
care providers is critical to avoid a drop
in MMR vaccination coverage. ■

Major Finding: In 2001, 222 cas-

es of measles and 17 outbreaks

in 31 states were reported in the

United States.

Data Source: Findings came from

reports to the Centers for Disease

Control and Prevention.

Disclosures: Dr. Schuchat said

she had no financial conflicts of

interest to disclose.
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VEREGEN® is indicated for the topical treatment of external genital and perianal warts (Condylomata acuminata)  
in immunocompetent patients 18 years and older.
Important Selected Safety Information
VEREGEN® has not been evaluated to treat urethral, intra-vaginal, cervical, rectal, or intra-anal human papilloma 
viral disease and should not be used to treat these conditions. Avoid use of VEREGEN® on open wounds.
Avoid exposure of VEREGEN®-treated areas to sun/UV-light because VEREGEN® has not been tested under these 
circumstances. Safety and efficacy of VEREGEN® have not been established in immunosuppressed patients or 
patients under 18 years of age, or 
pregnant women, or for the treatment 
of external genital and perianal warts 
beyond 16 weeks or for multiple 
treatment courses.
The most common adverse reactions 
are local skin and application site 
reactions including (incidence ≥ 20%) 
erythema, pruritus, burning, pain/
discomfort, erosion/ulceration,  
edema, induration, and rash vesicular.

Put patients in the clear.

In the first-line treatment of external genital and perianal warts (EGW)…

•  53.6% of patients demonstrated complete clearance1

— Only 6.8% of patients with complete clearance experienced recurrence at 12 weeks 
posttreatment1

•  Sinecatechins Ointment, 15% is now included in the Centers for Disease Control and 
Prevention (CDC) Sexually Transmitted Diseases Treatment Guidelines2

— Listed as a patient-applied treatment option for EGW

•  The most common adverse reactions were local skin and application site reactions1

*At 12 weeks posttreatment in the two phase 3 studies.

VEREGEN® Delivers 
Complete  
Clearance With  
Low Recurrence*1

The FIRST 
BOTANICAL DRUG 

approved for prescription 
use in the United States3

References: 1. VEREGEN® Ointment, 15% [Prescribing Information, 2011]. Melville, NY: PharmaDerm, a division 
of Fougera Pharmaceuticals Inc. 2. Workowski KA, Berman S; Centers for Disease Control and Prevention. 
Sexually transmitted diseases treatment guidelines, 2010. MMWR Recomm Rep. 2010;59(RR-12):1-110. 3. Data 
on file, PharmaDerm. 
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Melanoma Awareness Credited for Rise in Survival

B Y  B R U C E  J A N C I N

EXPERT ANALYSIS FROM THE SDEF

HAWAII DERMATOLOGY SEMINAR 

WAIKOLOA, HAWAII – The improve-
ment in melanoma survival over the past
4 decades can be attributed to effective
public education campaigns, increased
patient awareness, and improved physi-
cian skills and diagnostic tools, according
to Dr. Ashfaq A. Marghoob. 

It has been nothing short of phenom-
enal, he said, and it can’t be credited to
major therapeutic advances because un-
til a couple years ago there weren’t any. 

Survival at 5 years for all-stage
melanomas of the skin climbed from less
than 60% in 1970 to 91% in 2011, he said
at the seminar sponsored by the Skin Dis-
ease Education Foundation (SDEF). 

But the statistics are somewhat de-
ceiving, said Dr. Marghoob, a dermatol-

ogist at Memorial Sloan-Kettering Can-
cer Center in New York. 

He is among a growing number of ex-
perts who believe that many thin
melanomas detected through screening
efforts are slow-growing, indolent skin
cancers that sometimes regress and in
any event will never become thick or
dangerous – never result in death – with-
in the range of current life expectancy.
He noted that there is ample precedence,

namely, indolent forms of prostate can-
cer, lymphoma, and breast cancer. 

Dr. Marghoob was part of an interna-
tional team that demonstrated the exis-
tence of a slow-growing subtype of
melanoma. In a series of 103 melanomas
excised after a median follow-up of 20
months, most of the lesions were still in
situ or in an early invasive stage. Only
three lesions were 1-mm thick or more.
There was no correlation between tu-
mor thickness and follow-up time (Br. J.
Dermatol. 2010;162:267-73).

Growing support exists among epi-
demiologists for the concept that there are
three distinct, unrelated melanoma sub-
types (Br. J. Dermatol. 2007;157:338-43).
One subtype consists of thin, slow-grow-
ing melanomas – the kind that have been
steadily increasing in incidence for
decades. These are associated with inter-
mittent sun exposure and often arise on
the trunk among numerous background
nevi. These melanomas are amenable to
detection via screening or periodic sur-
veillance. But they only rarely metastasize. 

A second type of slow-growing
melanoma often occurs on the head and
neck of individuals with continuous sun
exposure. The incidence of this subtype
of melanoma is slowly increasing. 

The third and most concerning
melanoma subtype consist of thick, fast-
growing lesions in individuals with many
nevi, but that are not associated with sun
exposure. The incidence of these fast-
growing, high-lethality melanomas has
remained steady over time because they
often escape detection as a result of their
accelerated growth rate. Improved ear-
ly detection is a high priority, and it will
require creative new approaches, he said. 

But in terms of celebrating rising 5-year
melanoma survival rates, a contributory
landmark event, in Dr. Marghoob’s view,
was the increased awareness about
melanoma after introduction of the
ABCD mnemonic, devised chiefly for pri-
mary care physicians and the general pub-
lic. This was later enhanced by the “ugly
duckling” campaign, which taught physi-
cians and patients that melanomas are
generally recognizable as outlier lesions.

Multiple studies have shown that skin
cancer specialists using visual examina-
tion alone can typically diagnose
melanoma with a sensitivity of 70% and
specificity of 75%. The number needed
to treat (NNT) or benign-to-malignant
biopsy ratio is 1:12-15. With the aid of to-
tal body photography for assistance in pa-
tient follow-up, the NNT improves to 10. 

Another advance, dermoscopy, en-
ables physicians to pick up melanomas
not detectable by other methods. Skin
cancer specialists who supplement visu-
al examination with dermoscopy typi-
cally have 90% sensitivity and 86% speci-
ficity for the diagnosis of melanoma.
The NNT improves to 4-7, Dr.
Marghoob said. Studies indicate these
numbers get better with the use of con-
focal microscopy. 

Dr. Marghoob reported having no dis-
closures. SDEF and this news organiza-
tion are owned by Elsevier. ■
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Veregen® is a topical ointment indicated for the treatment of external genital 
and perianal warts (Condylomata acuminata) in immunocompetent patients  
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Phimosis occurred in 3% of uncircumcised male subjects (5/174) treated with  
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perianal warts.
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Patient Dermatoscopes May Help Detect Cancer
B Y  B R U C E  J A N C I N

EXPERT ANALYSIS FROM THE SDEF

HAWAII DERMATOLOGY SEMINAR 

WAIKOLOA, HAWAII – Improved ear-
ly detection of fast-growing, lethal
melanomas will require out of the box
thinking, such as providing dermato-
scopes for patients to use at home and
educating hairdressers and other non-
dermatologists on how to detect
melanoma. 

“At least three companies are now de-
signing dermatoscopes for patient use.
Patients will be able to buy the der-
matoscope at a pharmacy and do self-ex-
amination or examine their spouse. That,

I think, is going to be a reality within the
next 5 years,” Dr. Ashfaq A. Marghoob
predicted at the seminar sponsored by
Skin Disease Education Foundation
(SDEF). A key feature of these devices
will be the capability of hooking into a
smart phone for wireless transmission of
suspicious images to a skin cancer expert
for assessment. 

Dr. Marghoob and his coworkers first
proposed dermoscopy as a tool with un-
tapped potential for skin self-examina-
tion in selected patients in an article last
year (Arch. Dermatol. 2011;147:53-8). 

But patient empowerment is only part
of what’s needed in order to improve
early detection of the fast-growing killer
subtype of melanoma. Dr. Marghoob
and his coworkers are now conducting a
prospective study to evaluate the impact
of a 20-minute education session for hair
care professionals about how they can
aid in detecting skin cancers on the scalp,
neck, and face. 

This study was a direct outgrowth of a
survey the investigators conducted at a
Houston convention of barbers and hair-
stylists. Forty-nine percent of respondents
indicated they were highly receptive to
participating in a skin cancer education
program. During the preceding month,
37% of respondents had looked at more
than half of their customers’ scalps for
suspicious lesions, 29% had looked at
more than half of their customers’ necks,
and 15% had checked more than half of
their customers’ faces (Arch. Dermatol.
2011;147:1159-65).

Melanoma of the scalp and neck ac-
counted for 10% of all melanoma deaths
in the United States from 1973 to 2003.
Barbers and hairstylists are in a unique
position to detect skin cancers in those lo-
cations. In addition to hair professionals,
other workers ideally suited to serve as
lay skin cancer educators and examiners
include massage therapists, manicurists,
cosmetologists, and electrologists. 

Dr. Marghoob has also been involved

in efforts to teach dermoscopy to pri-
mary care physicians and other nonder-
matologist physicians, including
ob.gyns., pediatricians, and plastic sur-
geons. Moreover, he recently conducted
a study in which second-year medical stu-
dents were issued dermatoscopes and
trained in their use. 

“We found they get better at diagnosing
skin cancer and are paying more attention
to the skin. All we really want them to do

is really look at the skin while they’re do-
ing a physical examination,” he said. 

Another potentially fruitful means of
improving upon the gains achieved in
early detection of skin cancer would be
targeted screening of older men, a high-
risk group for fast-growing nodular
melanomas, Dr. Marghoob added. 

He reported having no financial con-
flicts. SDEF and this news organization
are owned by Elsevier. ■

Patients will soon be able to buy
dermatoscopes at pharmacies,
predicted Dr. Ashfaq A. Marghoob.
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Calcinosis Prognosis for Adults Considered Grim
B Y  PAT R I C E  W E N D L I N G

EXPERT ANALYSIS FROM A SYMPOSIUM

SPONSORED BY THE AMERICAN COLLEGE

OF RHEUMATOLOGY

CHICAGO – The prognosis for adults
diagnosed with calcinosis remains grim,
despite some excellent treatment re-
sponses reported in children for this of-
ten disabling and disfiguring condition,
according to Dr. Lisa Christopher-Stine.

“I have not had a lot of success treat-
ing calcinosis in adults,” she said at the
symposium.

Calcinosis is a deposition of insoluble
calcium salts in the skin. It can often look
like scleroderma, and is divided into four
categories based on pathogenesis: dys-
trophic, metastatic, idiopathic, and iatro-
genic. Although rare in adults, it is rela-
tively common in children, affecting up to
40% of patients with juvenile dermato-

myositis. Calcinosis is variable in its sever-
ity and thought to correlate with poor un-
derlying disease control and a delay in
starting therapy, explained Dr. Christo-
pher-Stine, codirector of the Johns Hop-
kins Myositis Center in Baltimore.

“It’s probably true that if we mitigate
the disease early, we can actually prevent
calcinosis from developing, but even in
patients with well-controlled disease, it
seems to have a life of its own,” she said.

The hallmarks of calcinosis are firm
dermal or subcutaneous papules or nod-
ules, frequently found on sites of micro-
trauma such as the buttocks, elbows,
knees, and hands. Large subcutaneous
tumoral deposition can occur on the
trunk. Calcification of the muscles is
generally asymptomatic and only found
incidentally on radiographs.

Although the true etiology of calci-
nosis remains unknown, it is now
thought to be an imbalance of calcium
and phosphate metabolism. “Once cal-
cinosis starts, it often progresses,” she
said. “It is unstoppable.”

The complications of calcinosis in-
clude pain, cosmetic disfigurement, per-
sistent ulceration, infection, and me-
chanical compromise, particularly
contractures in the fingers and elbows. 

There are no controlled studies in the
treatment of calcinosis, only anecdotal

reports. Dr. Christopher-Stine said she
recommends starting with the calcium-
channel blocker diltiazem (Cardizem) at
an average dosage of 360 mg/day, fol-
lowed by colchicine (Colcrys) 0.6
mg/day, working up to 1.8 mg/day.

Other potential therapies include war-
farin, intravenous immunoglobulin, bis-
phosphonates, sodium thiosulfate plus
topical administration of abatacept
(Orencia) and extracorporeal shock wave
lithotripsy ( J. Am. Acad. Dermatol.
2011;65:15-22; Semin. Arthritis Rheum.
2005;34:805-12).

Daily use of the broad-spectrum tetra-
cycline antibiotic minocycline (Minocin)
decreased the frequency of ulceration
and inflammation associated with calci-
nosis deposits, but only modestly re-
duced calcinosis deposits in nine patients
with limited cutaneous systemic sclero-
sis (Ann. Rheum. Dis. 2003;62:267-9).

Dr. Christopher-Stine said that all ther-
apies are worth a trial, but that surgical
removal should probably be considered
as a last resort, as the trauma from
surgery can induce more calcification,
poor wound healing, and infections. 

The Mayo Clinic reported that excision
of symptomatic lesions resulted in 22
complete responses, 5 partial responses,
and no response in 1 patient among 28 pa-
tients undergoing surgery for calcinosis
cutis (Arch. Dermatol. 2012;148:455-62).

Dr. Christopher-Stine reported having
no relevant financial relationships. ■

Hallmarks of calcinosis are firm dermal
or subcutaneous papules or nodules.

©
E

L
S

E
V

IE
R

Skin & Allergy News
The Leading Independent Newspaper for Medical, Surgical, and Aesthetic Dermatology

www.skinandallergynews.com

This advertisement is  
not available for the digital edition.

http://twitter.com/#!/sknews
https://www.facebook.com/skinandallergynews
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Thorough Work-Up Crucial in Sarcoidosis Cases
B Y  D O U G  B R U N K

EXPERT ANALYSIS FROM THE ANNUAL MEETING OF THE

AMERICAN ACADEMY OF DERMATOLOGY

SAN DIEGO – While it’s well known that sarcoidosis
commonly affects pulmonary function, it’s perhaps less
known that the disorder can be detrimental to cardiac
function in approximately 5% of
cases.

“A common way that patients
present with cardiac sarcoidosis is
with sudden cardiac death,” Dr.
Misha Rosenbach said at the
meeting. “This is a terrible way to
present to your doctor with a
problem.”

A multisystem disorder of un-
known cause, sarcoidosis com-
monly affects young and middle-aged adults and fre-
quently presents with bilateral hilar lymphadenopathy,
pulmonary infiltration, and ocular and skin lesions.
Other organs may be involved. The diagnosis is estab-
lished when clinicoradiologic findings are supported by
histologic evidence of noncaseating epithelioid cell
granulomas.

“Sarcoidosis is primarily a pulmonary disease, but pa-
tients can also present with profound systemic symp-
toms,” said Dr. Rosenbach of the departments of der-

matology and internal medicine at the University of
Pennsylvania, Philadelphia. “When you’re evaluating a
patient with cutaneous sarcoidosis, and making a di-
agnosis of granulomatous disease of the skin, and look-
ing for extracutaneous involvement, it’s important to
know what else can be affected.”

Although pulmonary function is affected in more
than 90% of cases, other commonly affected sites in-
clude the eyes (25%-50% of cases), lymph nodes (about

33% of cases), musculoskeletal system (25%-40% of
cases), endocrine system (10%-25% of cases), and liv-
er (20%-50% of cases). 

The initial evaluation should consist of history and
physical exam; chest x-ray; pulmonary function tests
(including carbon monoxide diffusing capacity); oph-
thalmologic examination; complete blood count and

serum chemistries (including
calcium); urinalysis; EKG (plus
additional testing if there is a
history of palpitations); tuber-
culin skin test (TST) or inter-
feron (IFN)–gamma release as-
say; and thyroid and vitamin D
testing.

“Patients with sarcoidosis of-
ten have low levels of 25-hy-
droxyvitamin D, but elevated

levels of 1,25-dihydroxyvitamin D3,” Dr. Rosenbach
said. “Inappropriate supplementation can lead to hy-
percalcemia.”

For latent tuberculosis testing, he pointed out that
the IFN-gamma release assay (IGRA) is thought to be
more accurate than the TST. “IGRA significantly re-
duces false-positive results” in bacille Calmette-
Guérin–vaccinated patients, said Dr. Rosenbach, who
is also director of the cutaneous sarcoidosis clinic at the
University of Pennsylvania. “Cost-benefit analyses sug-
gest that IGRA [is] cost equivalent to TST, and the Cen-
ters for Disease Control and Prevention recommends
that IGRA may be used in all circumstances in which
the TST is currently used. However, both TST and
IGRA have decreased responsiveness and lower sensi-
tivity in patients with impaired immune systems.”

In terms of the impact of sarcoidosis on the thyroid
gland, a recent analysis of a large database in the Unit-
ed Kingdom found that hyper- and hypothyroidism
were twice as common in patients with sarcoidosis,
compared with a control population (Postgrad. Med.
J. 2009;85:233-7).

A more recent study of 50 patients with cutaneous
sarcoidosis conducted by Dr. Rosenbach and his col-
leagues found that 25% of patients had abnormal thy-
roid laboratory test results ( J. Am. Acad. Dermatol.
2012;66:167-8).

The precise association between sarcoidosis and ma-
lignancy remains unclear, he said, but the best available
studies suggest that the incidence of lymphoprolifera-
tive disorder may be increased in patients with sar-
coidosis. Other granulomatous dermatitides may be as-
sociated with hematologic abnormalities. Authors of
one review found that granulomatous dermatitides
may be the first sign of underlying myelodysplastic syn-
drome (MDS), and recommended that clinicians con-
sider looking for underlying MDS in patients with un-

explained or atypical granulomatous skin eruptions
(Arch. Dermatol. 2011;147:331-5).

A common stepwise approach for treating patients,
Dr. Rosenbach said, begins with skin-directed thera-
pies in the form of steroids or injections. The second
step involves the use of antimalarials and tetracycline-
class antibiotics; the third step involves methotrexate
and/or prednisone, and the fourth step involves con-
sideration for treatment with infliximab or adali-
mumab. “At this point, etanercept should probably not
be used,” Dr. Rosenbach said. “It appears to be less ef-
fective, and in a few reports has been associated with
worsening of disease.”

The data are strongest for infliximab, he said, at a rec-
ommended dosage of 5 mg/kg at 0, 2, and 6 weeks, and
then with maintenance therapy every 6-8 weeks. Adal-
imumab appeared to work best at 40 mg every week,
he said, “but the addition of low-dose methotrexate is
sometimes necessary to either regimen.”

Dr. Rosenbach disclosed that he was an investigator
for a clinical trial sponsored by Centocor and Johnson
& Johnson to investigate biologics for chronic/refrac-
tory sarcoidosis. ■

Treatment should begin with steroids or injections
(cutaneous sarcoidosis on the arm is shown above). 
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Sarcoidosis is a multisystem disease (cutaneous
manifestation on the nose is shown above).

‘A common way
that patients
present with
cardiac
sarcoidosis is
with sudden
cardiac death.’

DR. ROSENBACH

Urine Analysis May Help Predict Response to Biologics
B Y  S A R A  F R E E M A N

FROM THE ANNUAL MEETING OF THE

BRITISH SOCIETY FOR RHEUMATOLOGY

GLASGOW, SCOTLAND – Urine
analysis might help to predict if patients
are likely to respond to biologic treat-
ments, the results of a small metabolomics
study suggest.

Pretreatment levels of histamine, glut-
amine, xanthurenic acid, and ethano-
lamine were consistently correlated to re-
sponse to anti–TNF-alpha therapy at 12
weeks in the 36-patient evaluation.

Dr. Sabrina Kapoor, an Arthritis U.K.
clinical research fellow in the Rheuma-

tology Research Group at the Universi-
ty of Birmingham (England), and her as-
sociates obtained frozen urine samples
from 16 patients with RA and 20 with
psoriatic arthritis (PsA). The samples
had been taken during a randomized,
three-center clinical study investigating
patient responses to treatment with in-
fliximab or etanercept (Rheumatology
2012;51[suppl.3]:abstract O15).

Nuclear magnetic resonance (NMR)
spectroscopy was used to analyze the
metabolomic profiles of the urine sam-
ples that were taken before and 12 weeks
after anti-TNF treatment. 

All patients in the study received

methotrexate and had a disease duration
of more than 6 months. RA patients were
rheumatoid factor (RF) positive,
anti–cyclic citrullinated protein (CCP) an-
tibody positive, or both, and had a DAS28
greater than 4. PsA patients were negative
for RF and anti-CCP antibodies, with
three or more swollen or tender joints.

Only the samples from the patients
with RA could be linked to treatment ef-
fect. All the patients with PsA had a
good response to treatment according to
EULAR criteria. Changes in the DAS28
were used to identify patients with RA
who did (n = 7) or did not (n = 9) re-
spond to anti-TNF therapy at 12 weeks. 

Good responders were those who
achieved a DAS28 lower than 3.2, or an
improvement in score greater than 1.2.

“There was a significant [P = .04] cor-
relation between baseline metabolomic
profiles in the urine samples and the ex-
tent of change in DAS28,” Dr. Kapoor
said. Baseline metabolomic analysis of
the urine in RA patients had 85.9% sen-
sitivity and 85.7%, specificity to detect
treatment response.

These data need to be confirmed in a
larger, independent cohort of patients.

Dr. Kapoor had no financial disclo-
sures. Merck sponsored the original
study. ■
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Indication and Usage

ZELBORAF® (vemurafenib) is indicated for the treatment of patients with unresectable or
metastatic melanoma with BRAFV600E mutation as detected by an FDA-approved test.

ZELBORAF is not recommended for use in patients with wild-type BRAF melanoma.

Important Safety Information 

Cutaneous squamous cell carcinoma (cuSCC)

Cases of cuSCC, including both SCCs of the skin and keratoacanthomas, have been reported 
in patients treated with ZELBORAF. The incidence of cuSCC in ZELBORAF-treated patients in the
Phase III study was 24%. The median time to first appearance of cuSCC was 7 to 8 weeks.
Potential risk factors included age ≥65 years, prior skin cancer, and chronic sun exposure.

All patients should receive a dermatologic evaluation prior to initiation of therapy, every 2 months 
while on therapy, and potentially for 6 months following discontinuation of ZELBORAF. Any 
suspicious skin lesions should be excised, evaluated, and treated as per standard of care. 

Hypersensitivity and Dermatologic Reactions

Serious hypersensitivity reactions, including anaphylaxis, have been reported in association with
ZELBORAF and upon re-initiation of treatment. Severe reactions may include generalized rash 
and erythema or hypotension.

Severe dermatologic reactions have been reported in patients receiving ZELBORAF, including 1 case
of Stevens-Johnson syndrome and 1 case of toxic epidermal necrolysis in the Phase III study.

ZELBORAF treatment should be permanently discontinued in patients who experience a 
severe hypersensitivity or dermatologic reaction.

QT prolongation

Exposure-dependent QT prolongation has been observed in patients treated with ZELBORAF, 
which may lead to an increased risk for ventricular arrhythmias, including Torsade de Pointes. 

Treatment is not recommended in patients with uncorrectable electrolyte abnormalities, 
with long QT syndrome, or who are taking medicines known to prolong the QT interval. 
ECG and electrolytes should be monitored before initiating treatment with ZELBORAF and 
after dose modification and routinely during treatment (15 days after treatment initiation, 
then monthly for first 3 months of treatment and every 3 months thereafter or as clinically 
indicated). If the QTc exceeds 500 ms, ZELBORAF treatment should be temporarily interrupted, 
electrolyte abnormalities corrected, and cardiac risk factors for QT prolongation (e.g. 
congestive heart failure, bradyarrhythmias) controlled. Re-initiation of treatment should 
occur at a lower dose once the QTc decreases below 500 ms. Permanent discontinuation is 
recommended if, after correction of associated risk factors, the QTc increase meets both a 
value of >500 ms and >60 ms change from pre-treatment values.

Liver laboratory abnormalities

Liver laboratory abnormalities have occurred with ZELBORAF.

Liver enzymes (transaminases and alkaline phosphatase) and bilirubin should be monitored 
before initiation of treatment and monthly during treatment, or as clinically indicated. 
Lab abnormalities should be managed with dose reduction, treatment interruption, 
or treatment discontinuation.

Photosensitivity

Mild to severe photosensitivity was reported in patients treated with ZELBORAF in clinical trials.

While taking ZELBORAF, all patients should be advised to avoid sun exposure and, when outdoors,
to wear protective clothing and use a broad spectrum UVA/UVB sunscreen and lip balm (SPF 
≥30). For intolerable grade 2 or greater photosensitivity, dose modifications are recommended.

Ophthalmologic Reactions

In the Phase III study, 5 cases of uveitis were reported in patients treated with ZELBORAF. 

metastatic melanoma
DECODE

The first and only personalized treatment for unresectable 
or metastatic melanoma with the BRAFV600E mutation1,2



P<0.0001

Please see Brief Summary of Prescribing Information on the following page.

References: 1. Smalley KS, Sondak VK. Melanoma—an unlikely poster child for personalized cancer therapy. N Engl J Med.

2010;363:876-878. 2. Flaherty KT.  Next generation therapies change the landscape in melanoma. F1000 Med Reports.

http://f1000.com/reports/m/3/8. Published April 1, 2011. Accessed July 14, 2011. 3. Chapman PB, Hauschild A, Robert C,
et al. Improved survival with vemurafenib in melanoma with BRAF V600E mutation. N Engl J Med. 2011;364:2507-2516.

Treatment with steroid and mydriatic ophthalmic drops may be required to manage uveitis. 
Patients should be routinely monitored for signs and symptoms of uveitis.

Additionally, 5 cases each of blurry vision and iritis and 6 cases of photophobia were reported 
in the Phase III study.  One case of retinal vein occlusion was reported in the Phase II study.

New Primary Malignant Melanoma

Eight skin lesions in 7 patients were reported as new primary malignant melanoma in 
the Phase III study.

Cases were managed with excision and patients continued treatment without dose adjustment; 
monitoring for skin lesions should occur as outlined above [see cuSCC].

Use in Pregnancy: Pregnancy Category D

ZELBORAF may cause fetal harm when administered to a pregnant woman based on its 
mechanism of action. There are no adequate and well-controlled studies in pregnant women.

If ZELBORAF is used during pregnancy or if the patient becomes pregnant while taking 
ZELBORAF, the patient should be apprised of the potential hazard to a fetus.

BRAF Testing

Confirmation of BRAFV600E mutation-positive melanoma as detected by an FDA-approved 
test is required for the selection of patients appropriate for ZELBORAF therapy. The efficacy 
and safety of ZELBORAF have not been studied in patients with wild-type BRAF melanoma.

Most common adverse events

The most common adverse reactions of any grade (≥30%) reported were arthralgia, rash, 
alopecia, fatigue, photosensitivity reaction, nausea, pruritus, and skin papilloma. 

The most common (≥5%) grade 3 adverse reactions were cuSCC and rash. In clinical studies, 
cuSCC was predefined as a grade 3 event.

~4-month improvement in median progression-free survival (5.3 vs 1.6 months; HR=0.26, P<0.0001, 95% CI, 4.9-6.6 months vs 1.6-1.7 months)

Significant improvement in best overall response rate (48.4% vs 5.5%; P<0.001, 95% CI, 41.6%-55.2% vs 2.8% -9.3%)3

There were 2 complete responses (1%) and 104 partial responses (PRs) (47.4%) with ZELBORAF vs 12 PRs (5.5%) with dacarbazine

The most common adverse reactions of any grade (≥30%) reported were arthralgia, rash, alopecia, fatigue, photosensitivity 
reaction, nausea, pruritus, and skin papilloma; the most common (≥5%) grade 3 adverse reactions were cutaneous squamous 
cell carcinoma and rash

© 2012 Genentech USA, Inc. All rights reserved. BRF0000653201 Printed in USA. zelboraf.com

EXTEND

56% reduction in risk of death from any cause with ZELBORAF (95% CI, 0.33-0.59)

survival

OS=overall survival
HR=hazard ratio
CI=confidence interval

* Median follow-up was
6.2 months (95% CI, 0.4-13.9 mo) 
for ZELBORAF patients vs 
4.5 months (95% CI, <0.1-11.7 mo) 
for those taking dacarbazine.

† There were 78 deaths and 
121 deaths in the ZELBORAF 
and dacarbazine arms, respectively, 
at the time of analysis.



ZELBORAF® (vemurafenib) tablet, oral
Initial U.S. Approval: 2011

This is a brief summary of information about ZELBORAF. Before 
prescribing, please refer to the full Prescribing Information.
1 INDICATIONS AND USAGE
ZELBORAF® is indicated for the treatment of patients with unresectable 
or metastatic melanoma with BRAFV600E mutation as detected by an 
FDA-approved test.
Limitation of Use: ZELBORAF is not recommended for use in patients 
with wild-type BRAF melanoma.
5 WARNINGS AND PRECAUTIONS
5.1 Cutaneous Squamous Cell Carcinoma (cuSCC)
Cases of cuSCC, including both SCCs of the skin and keratoacanthomas, 
have been reported in patients treated with ZELBORAF [see Adverse 
Reactions (6.1)]. The incidence of cuSCC in ZELBORAF-treated patients 
in Trial 1 was 24%. CuSCC usually occurred early in the course 
of treatment with a median time to the first appearance of 7 to 8 
weeks. Of the patients who experienced cuSCC, approximately 33% 
experienced  >  1 occurrence with median time between occurrences 
of 6 weeks. Potential risk factors associated with cuSCC in ZELBORAF 
clinical studies included age (≥ 65 years), prior skin cancer, and chronic 
sun exposure. In the clinical trials, cases of cuSCC were managed with 
excision, and patients were able to continue treatment without dose 
adjustment.
It is recommended that all patients receive a dermatologic evaluation 
prior to initiation of therapy and every two months while on therapy. Any 
suspicious skin lesions should be excised, sent for dermatopathologic 
evaluation and treated as per standard of care. Monitoring should be 
considered for 6 months following discontinuation of ZELBORAF.
5.2 Hypersensitivity Reactions
Serious hypersensitivity reactions, including anaphylaxis, have been 
reported in association with ZELBORAF and upon re-initiation of 
treatment. Severe hypersensitivity reactions included generalized rash 
and erythema or hypotension. In patients who experience a severe 
hypersensitivity reaction, ZELBORAF treatment should be permanently 
discontinued.
5.3 Dermatologic Reactions
Severe dermatologic reactions have been reported in patients receiving 
ZELBORAF, including one case of Stevens-Johnson syndrome and one 
case of toxic epidermal necrolysis in Trial 1. In patients who experience 
a severe dermatologic reaction, ZELBORAF treatment should be 
permanently discontinued.
5.4 QT Prolongation
Exposure-dependent QT prolongation was observed in an uncontrolled, 
open-label Phase 2 QT sub-study in previously treated patients 
with BRAFV600E mutation-positive metastatic melanoma [see Clinical 
Pharmacology (12.3)]. QT prolongation may lead to an increased risk 
of ventricular arrhythmias, including Torsade de Pointes. Treatment 
with ZELBORAF is not recommended in patients with uncorrectable 
electrolyte abnormalities, long QT syndrome, or who are taking 
medicinal products known to prolong the QT interval.
ECG and electrolytes, including potassium, magnesium, and calcium, 
should be monitored before treatment with ZELBORAF and after dose 
modification. Monitoring of ECGs should occur 15 days after treatment 
initiation and then monthly during the first 3 months of treatment, 
followed by every 3 months thereafter or more often as clinically 
indicated. Initiation of treatment with ZELBORAF is not recommended 
in patients with QTc  >  500 ms. If during treatment the QTc exceeds 
500 ms (CTC-AE ≥ Grade 3), ZELBORAF treatment should be temporarily 
interrupted, electrolyte abnormalities should be corrected, and 
cardiac risk factors for QT prolongation (e.g., congestive heart failure, 
bradyarrhythmias) should be controlled. Re-initiation of treatment 
should occur at a lower dose once the QTc decreases below 500 ms 
[see Dosage and Administration (2.2)]. Permanent discontinuation of 
ZELBORAF treatment is recommended if after correction of associated 
risk factors, the QTc increase meets values of both  >  500 ms and 
> 60 ms change from pre-treatment values.
5.5 Liver Laboratory Abnormalities
Liver laboratory abnormalities have occurred with ZELBORAF (Table 3) 
[see Adverse Reactions (6.1)]. Liver enzymes (transaminases and alkaline 
phosphatase) and bilirubin should be monitored before initiation of 
treatment and monthly during treatment, or as clinically indicated. 
Laboratory abnormalities should be managed with dose reduction, 
treatment interruption, or treatment discontinuation [see Dosage and 
Administration (2.2)].
5.6 Photosensitivity
Mild to severe photosensitivity was reported in patients treated with 
ZELBORAF in clinical trials [see Adverse Reactions (6.1)]. All patients 
should be advised to avoid sun exposure while taking ZELBORAF. While 
taking the drug, patients should be advised to wear protective clothing 
and use a broad spectrum UVA/UVB sunscreen and lip balm (SPF ≥ 30) 
when outdoors to help protect against sunburn.
For intolerable grade 2 (tender erythema covering 10 - 30% body surface 
area) or greater photosensitivity, dose modifications are recommended 
[see Dosage and Administration (2.2)].
5.7 Ophthalmologic Reactions
In Trial 1, five cases of uveitis have been reported in patients treated 
with ZELBORAF. Treatment with steroid and mydriatic ophthalmic 
drops may be required to manage uveitis. Patients should be routinely 
monitored for signs and symptoms of uveitis. Additionally, there were 
five patients with blurry vision, five patients with iritis and six patients 
with photophobia. There was one case of retinal vein occlusion in Trial 2.
5.8 New Primary Malignant Melanoma
There were eight skin lesions in seven patients reported as new primary 
malignant melanoma in Trial 1. Cases were managed with excision, 
and patients continued treatment without dose adjustment. Monitoring 
for skin lesions should occur as outlined above [see Warnings and 
Precautions (5.1)].
5.9 Use in Pregnancy
Pregnancy Category D
ZELBORAF may cause fetal harm when administered to a pregnant 
woman based on its mechanism of action. There are no adequate and 
well-controlled studies in pregnant women. If this drug is used during 
pregnancy or if the patient becomes pregnant while taking this drug, the 
patient should be apprised of the potential hazard to a fetus [see Use in 
Specific Populations (8.1)].
5.10 BRAFV600E Testing
Confirmation of BRAFV600E mutation-positive melanoma as detected by 
an FDA-approved test is required for selection of patients for ZELBORAF 
therapy because these are the only patients studied and for whom benefit 
has been shown. For patients in ZELBORAF clinical studies, including 
Trial 1 and Trial 2, all enrolled patients tested positive when their tumor 
tissue was assessed with the cobas® 4800 BRAF V600 Mutation Test 
[see Clinical Studies (14)]. This test is designed to detect BRAFV600E 

mutations in DNA isolated from formalin-fixed, paraffin-embedded 

human melanoma tissue. The safety and efficacy of ZELBORAF have 
not been evaluated in patients whose melanoma tested negative by the 
cobas® 4800 BRAF V600 Mutation Test. Refer to the package inserts of 
FDA approved test kits,for detailed information.
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
Because clinical studies are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical studies of a drug cannot 
be directly compared to rates in the clinical studies of another drug and 
may not predict the rates observed in a broader patient population in 
clinical practice.
The adverse drug reactions (ADRs) described in this section were 
identified from Trial 1 and Trial 2 [see Clinical Studies (14)]. In Trial 1, 
treatment naive patients with unresectable or metastatic melanoma 
(n=675) were allocated to ZELBORAF 960 mg orally twice daily or 
to dacarbazine 1000 mg/m2 intravenously every 3 weeks. In Trial 2, 
(n=132) patients with metastatic melanoma and failure of at least 
one prior systemic therapy received treatment with ZELBORAF 
960 mg orally twice daily. Adverse reactions reported in at least 10% 
of patients treated with ZELBORAF are presented in Table 2. The most 
common adverse reactions of any grade (≥ 30% in either study) reported 
in ZELBORAF-treated patients were arthralgia, rash, alopecia, fatigue, 
photosensitivity reaction, nausea, pruritus and skin papilloma. The most 
common (≥ 5%) Grade 3 adverse reactions were cuSCC and rash. The 
incidence of Grade 4 adverse reactions was ≤ 4% in both studies.
The incidence of adverse events resulting in permanent discontinuation 
of study medication in Trial 1 was 7% for the ZELBORAF arm and 4% 
for the dacarbazine arm. In Trial 2, the incidence of adverse events 
resulting in permanent discontinuation of study medication was 3% in 
ZELBORAF-treated patients. The median duration of study treatment 
was 4.2 months for ZELBORAF and 0.8 months for dacarbazine in 
Trial 1, and 5.7 months for ZELBORAF in Trial 2.

Table 2 Adverse Reactions Reported in ≥ 10% of Patients Treated 
with ZELBORAF*

Trial 1: Treatment Naive Patients Trial 2: Patients with 
Failure of at Least 
One Prior Systemic 

Therapy

ZELBORAF
n= 336

Dacarbazine
n= 287

ZELBORAF
n= 132

ADRs All 
Grades 

(%)

Grade 
3 

(%)

Grade 
4 

(%)

All 
Grades 

(%)

Grade 
3 

(%)

Grade 
4 

(%)

All 
Grades 

(%)

Grade 
3 

(%)

Grade 
4 

(%)

Skin and 
subcutaneous 
tissue disorders
Rash 37 8 - 2 - - 52 7 -
Photosensitivity 
reaction

33 3 - 4 - - 49 3 -

Alopecia 45 <1 - 2 - - 36 - -
Pruritus 23 1 - 1 - - 30 2 -
Hyperkeratosis 24 1 - <1 - - 28 - -
Rash maculo-
papular

9 2 - <1 - - 21 6 -

Actinic keratosis 8 - - 3 - - 17 - -
Dry skin 19 - - 1 - - 16 - -
Rash papular 5 <1 - - - - 13 - -
Erythema 14 - - 2 - - 8 - -

Musculoskeletal 
and connective 
tissue 
disorders
Arthralgia 53 4 - 3 <1 - 67 8 -
Myalgia 13 <1 - 1 - - 24 <1 -
Pain in extremity 18 <1 - 6 2 - 9 - -
Musculoskeletal 
pain

8 - - 4 <1 - 11 - -

Back pain 8 <1 - 5 <1 - 11 <1 -

General disorders 
and administration 
site conditions
Fatigue 38 2 - 33 2 - 54 4 -
Edema peripheral 17 <1 - 5 - - 23 - -
Pyrexia 19 <1 - 9 <1 - 17 2 -
Asthenia 11 <1 - 9 <1 - 2 - -

Gastrointestinal 
disorders
Nausea 35 2 - 43 2 - 37 2 -
Diarrhea 28 <1 - 13 <1 - 29 <1 -
Vomiting 18 1 - 26 1 - 26 2 -
Constipation 12 <1 - 24 - - 16 - -

Nervous system 
disorders
Headache 23 <1 - 10 - - 27 - -
Dysgeusia 14 - - 3 - - 11 - -

Neoplasms 
benign, malignant 
and unspecified 
(includes cysts 
and polyps)
Skin papilloma 21 <1 - - - - 30 - -
Cutaneous SCC†# 24 22 - <1 <1 - 24 24 -
Seborrheic 
keratosis

10 <1 - 1 - - 14 - -

Investigations
Gamma-
glutamyltransferase 
increased

5 3 <1 1 - - 15 6 4

Metabolism and 
nutrition disorders
Decreased appetite 18 - - 8 <1 - 21 - -

Respiratory,
thoracic and 
mediastinal 
disorders
Cough 8 - - 7 - - 12 - -

Injury, poisoning 
and procedural 
complications
Sunburn 10 - - - - - 14 - -

*Adverse drug reactions, reported using MedDRA and graded using NCI-
CTC-AE v 4.0 (NCI common toxicity criteria) for assessment of toxicity.

† Includes both squamous cell carcinoma of the skin and keratoacanthoma.
# All cases of cutaneous squamous cell carcinoma were to be reported as 

Grade 3 per instructions to study investigators and no dose modification 
or interruption was required.

Clinically relevant adverse events reported in < 10% of patients treated 
with ZELBORAF in the Phase 2 and Phase 3 studies include:
Skin and subcutaneous tissue disorders: palmar-plantar 
erythrodysaesthesia syndrome, keratosis pilaris, erythema nodosum, 
Stevens-Johnson syndrome
Musculoskeletal and connective tissue disorders: arthritis
Nervous system disorders: dizziness, neuropathy peripheral, VIIth nerve 
paralysis
Neoplasms benign, malignant and unspecified (includes cysts and polyps):
basal cell carcinoma
Infections and infestations: folliculitis
Investigations: weight decreased
Eye disorders: retinal vein occlusion, uveitis
Vascular disorders: vasculitis
Cardiac disorders: atrial fibrillation
Table 3 shows the incidence of worsening liver laboratory abnormalities 
in Trial 1 summarized as the proportion of patients who experienced a 
shift from baseline to Grade 3 or 4.

Table 3 Change From Baseline to Grade 3/4 Liver Laboratory Abnormalities*

Change From Baseline to Grade 3/4

Parameter ZELBORAF (%) Dacarbazine (%)

GGT 11.5 8.6

AST 0.9 0.4

ALT 2.8 1.9

Alkaline phosphatase 2.9 0.4

Bilirubin 1.9 -

* For ALT, alkaline phosphatase and bilirubin, there were no patients 
with a change to grade 4 in either treatment arm.

7 DRUG INTERACTIONS
7.1 Effects of Vemurafenib on Drug Metabolizing Enzymes
Results from an in vivo drug-drug interaction study in patients with cancer 
demonstrated that vemurafenib is a moderate CYP1A2 inhibitor, a weak 
CYP2D6 inhibitor and a CYP3A4 inducer [see Clinical Pharmacology (12.3)].
Concomitant use of ZELBORAF with agents with narrow therapeutic 
windows that are metabolized by CYP1A2, CYP2D6 and CYP3A4 is 
not recommended as ZELBORAF may alter their concentrations. If 
coadministration cannot be avoided, exercise caution and consider a 
dose reduction of the concomitant CYP1A2 and CYP2D6 substrate drug.
Coadministration of vemurafenib resulted in an 18% increase in 
AUC of S-warfarin (CYP2C9 substrate) [see Clinical Pharmacology 
(12.3)]. Exercise caution and consider additional INR monitoring when 
ZELBORAF is used concomitantly with warfarin.
7.2 Drugs that Inhibit or Induce CYP3A4
Strong CYP3A4 inhibitors (e.g., ketoconazole, itraconazole, clarithromycin, 
atazanavir, nefazodone, saquinavir, telithromycin, ritonavir, indinavir, 
nelfinavir, voriconazole) and inducers (e.g., phenytoin, carbamazepine, 
rifampin, rifabutin, rifapentine, phenobarbital) should be used with 
caution when coadministered with ZELBORAF.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category D [see Warnings and Precautions (5.9)].
ZELBORAF may cause fetal harm when administered to a pregnant 
woman based on its mechanism of action.
There are no adequate and well controlled studies in pregnant women. 
Women of childbearing potential and men should be advised to use 
appropriate contraceptive measures during ZELBORAF therapy and for 
at least 2 months after discontinuation of ZELBORAF. If this drug is used 
during pregnancy or if the patient becomes pregnant while taking this 
drug, the patient should be apprised of the potential hazard to a fetus.
8.3 Nursing Mothers
It is not known whether vemurafenib is excreted in human milk. Because 
many drugs are excreted in human milk and because of the potential for 
serious adverse reactions from ZELBORAF in nursing infants, a decision 
should be made whether to discontinue nursing or to discontinue the 
drug, taking into account the importance of the drug to the mother.
8.4 Pediatric Use
Safety and efficacy in pediatric patients below the age of 18 have not 
been established.
8.5 Geriatric Use
Ninety-four (28%) of 336 patients with unresectable or metastatic 
melanoma treated with ZELBORAF in Trial 1 were ≥ 65 years. Elderly 
patients (≥ 65 years) may be more likely to experience some adverse 
reactions, including cutaneous squamous cell carcinoma, nausea, 
decreased appetite, peripheral edema, keratoacanthoma and atrial 
fibrillation. The effects of ZELBORAF on overall survival, progression-
free survival and best overall response rate were similar in the elderly as 
compared to younger patients.
8.6 Gender
The Grade 3 adverse events reported more frequently in females than 
males were rash, arthralgia, photosensitivity and increased creatinine. 
The Grade 3 adverse events reported more frequently in males than 
females were keratoacanthoma, increased alkaline phosphatase and 
increased total bilirubin.
8.7 Hepatic Impairment
No adjustment to the starting dose is needed for patients with 
pre-existing mild and moderate hepatic impairment. ZELBORAF should 
be used with caution in patients with pre-existing severe hepatic 
impairment [see Clinical Pharmacology (12.3)].
8.8 Renal Impairment
No adjustment to the starting dose is needed for patients with 
pre-existing mild and moderate renal impairment.
ZELBORAF should be used with caution in patients with pre-existing 
severe renal impairment [see Clinical Pharmacology (12.3)].
10 OVERDOSAGE
There is no specific antidote for overdosage of ZELBORAF. Patients 
who develop adverse reactions should receive appropriate symptomatic 
treatment. In case of suspected overdose, ZELBORAF should be 
withheld and supportive care instituted.

Manufactured by:
Genentech, Inc.
1 DNA Way BRF0000422001
South San Francisco, CA Initial U.S. Approval: August 2011
94080-4990 © 2012 Genentech, Inc
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CASE OF THE MONTH
Diagnosis: Erythema Nodosum
Erythema nodosum is the most com-
mon form of panniculitis. Although the
acute form of erythema nodosum may
occur at any age, it is more common in
adult females aged 20-40 years, and usu-
ally presents as bilateral, painful, ery-
thematous subcutaneous nodules on the
pretibial areas and lateral shins. 

Typically, lesions do not ulcerate. Oth-
er body areas – such as the upper legs,
arms, neck, and face – may be involved,
although rare. 

Associated symptoms, such as fever,
headache, arthralgias, conjunctivitis, gas-
trointestinal complaints, and malaise,
may be present. 

The differential diagnosis includes ery-
thema induratum (nodular vasculitis).
This condition tends to affect the poste-
rior legs and may ulcerate. Pancreatic
panniculitis lesions also ulcerate, and
are associated with elevations in amylase
and lipase.

There are numerous causes of ery-
thema nodosum, with most being idio-

pathic. Causes include upper respirato-
ry infections (Streptococcus most com-
mon), medications (estrogen, sulfon-
amides, penicillin, bromides, and
iodides), sarcoidosis, inflammatory bow-
el disease, and other infectious causes
(such as coccidioidomycosis, hepatitis
B, and Yersinia). Histopathology may
reveal a primarily septal panniculitis with
an infiltration of lymphocytes and neu-
trophils. Miescher’s microgranulomas
may be seen within the septa.

Treatment of erythema nodosum in-
volves investigation of the primary un-
derlying cause, and potassium iodide is

usually effective. Improvement of le-
sions is usually seen in 2 weeks; lesions
often involute without scarring. 

This patient was treated with bed rest
and NSAIDs. An underlying condition
was not elucidated.

–Donna Bilu Martin, M.D.

DR. MARTIN is in private practice in
Miami. 

This case was submitted by Dr. Margaret
Mioduszewski of the University of
Ottawa. 
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The condition usually presents as
bilateral, painful, erythematous
subcutaneous nodules on the pretibial
areas and lateral shins.
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V
isitors to
my office
often ask

about the secret
to maintaining “such a marvelous” 11-
person staff. “You must pay them a for-
tune,” they say. 

Yes, they are compensated fairly; but
that’s not why they stay. Staff turnover
is essentially nonexistent. (My most ju-
nior employee is going on 18 years.) I
know for a fact that many of them
have turned down higher salaries at big
clinics. 

They remain, I
believe, because
I welcome their
ideas; and I let
them know on a
regular basis that
I notice and ap-
preciate their ef-
forts. 

Soliciting em-
ployee input is a
win-win; it builds loyalty and a sense of
community, and you discover better
ways to run your office. 

I fancy myself an innovative guy, but
I can’t think of everything myself. I don’t
sit at the reception window; I don’t han-
dle the phones; I don’t put patients in
rooms. So, don’t let your staff keep good
ideas to themselves. Your staff will only
make the effort, however, if they under-
stand that there is something in it for
them, other than a token salary raise at
year’s end.

The monthly office meeting is a great
vehicle for brainstorming. I like my of-
fice manager to run them; or more pre-
cisely, we like to let them run them-
selves. We just moderate the discussion,
identify problems, and solicit solutions.
Usually the answer will come from the
dialogue. In addition, we always leave
time for airing of any proposals for gen-
eral improvement of the office as a
whole.

By encouraging my employees to pro-
pose solutions and suggest better meth-
ods and procedures, I demonstrate to
them that they have a stake in the success
of the office. And when a solution or a
new suggestion is staff conceived, the
staff has a stake in ensuring that it is im-
plemented and that it works. 

This method also offers the opportu-
nity to identify and work out minor
problems before they become major
ones.

Even in this digital age, an essential
tool for me at office meetings is a good
old-fashioned yellow legal pad, on
which I note everything discussed. 

Each problem identified and each
new idea offered is paired with pro-
posed solutions and practical sugges-
tions for implementation, and some-
one is assigned the responsibility of
taking action. Not only does it guar-

antee that a problem will not continue
and a good idea will not die, it also re-
assures staff that they are not just
whistling in the dark when they point
out a problem or propose a new office
policy.

Some physicians hold meetings away
from the office, perhaps at a local restau-
rant, going on the theory that staff will
be more frank when outside of the of-
fice. Personally, I have never found my
employees reluctant to express them-
selves in any setting, but if you have, con-
sider that alternative.

A n y t i m e
someone comes
up with a great
idea, or calls at-
tention to a sig-
nificant issue, I
make sure that
the person hears
– immediately
and publicly –
the praise that

he or she deserves. That goes for all as-
pects of the office. Whenever I “catch
someone doing something right,” I note
it, and praise that person. 

Of course, it is also sometimes nec-
essary to dole out constructive criti-
cism; but as public as praise should be,
criticism should be private. And the
manner of the criticism is just as im-
portant as the setting. I prefer to point
out the problem, ask what might have
precipitated it, and suggest ways to cor-
rect it. After all, nobody is perfect.
When you are understanding of your
employees’ mistakes, they will be more
understanding of yours.

The emphasis, however, is always on
praise. When I leave at the end of the day
I always thank the staff. If I can’t think of
a specific thing to thank them for, I thank
them for a good day. ■

DR. EASTERN practices dermatology and
dermatologic surgery in Belleville, N.J. To
respond to this column, email him at our
editorial offices at sknews@elsevier.com.
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FDA Delays Sunscreen Rule
The Food and Drug Administration
announced in May that it was giving
sunscreen manufacturers 6 addi-
tional months to comply with the fi-
nal ruling on product labeling and ef-
fectiveness testing. That final rule
was published in June 2011; soon af-
ter, the Personal Care Products
Council (PCPC) and the Consumer
Healthcare Products Association
(CHPA) sought a 6-month delay in
the deadline, saying that manufac-
turers needed more time. The
agency agreed and has pushed back
compliance dates. Now, products
that have sales of less than $25,000
will have until Dec. 17, 2013, to com-
ply; all other products must comply
by Dec. 17, 2012. However, the
agency is encouraging manufactur-
ers to “introduce individual prod-
ucts bearing the new labeling as it
becomes available, even in advance
of the revised compliance date.” The
American Academy of Dermatol-
ogy also urged sunscreen makers to
comply sooner, rather than later, but
said in a statement that the extension
“allows manufacturers the necessary
time to test their products for broad-
spectrum protection and properly
label them.” The Environmental
Working Group (EWG) which pub-
lishes a database of sunscreen effec-
tiveness, chided the FDA, saying in a
statement that it “has caved to in-
dustry pressure every step of the
way,” of getting the rules finalized –
a 30-year process. The group esti-
mates that 90% of sunscreens are al-
ready in compliance with what it
calls the FDA’s “low-bar regulations
on efficacy and safety.”

Vermont Bans Tanning for Minors
Vermont has become the second
state to enact a prohibition on the
use of indoor tanning beds by mi-
nors. However, Gov. Peter Shumlin
(Democratic and Working Families
Party) did not support the legisla-
tion or sign it; but it became law re-
gardless of his position. The new
law levies a $100 fine on tanning sa-
lon owners for the first violation,
and $500 for each subsequent viola-
tion. The AAD supported the bill, as
did the American Cancer Society
Cancer Action Network. Both
groups noted that indoor tanning is
linked to an increased risk of
melanoma. According to the AAD,
between 2004 and 2008, the
melanoma incidence in Vermont in
women aged 15 years or older in-
creased by 34%. “Prohibiting mi-
nors’ access to indoor tanning stops
this behavior before it can become a
habit that continues through ado-
lescence into young adulthood,” said
AAD President Daniel M. Siegel in a
statement. 

EWG Releases Sunscreen Rankings
The EWG has issued its annual rank-
ing of sunscreens, and reported that
of more than 1,800 it reviewed,
about 25% pass muster. That’s up
from 20% in 2011 and 8% in 2010.
According to the group, children’s
sunscreens contain the most effective
and safest ingredients. Sixty percent
of the 180 products marketed for
children have ingredients such as
minerals, which are considered ef-
fective, compared with only 40% of
those for the general public. The
group recommended that consumers
choose products with zinc oxide, ti-
tanium dioxide, or 3% avobenzone
and that they avoid oxybenzone and
vitamin A (retinyl palmitate). Sun-
screen sprays and powders are not as
effective as creams or lotions, ac-
cording to the group. And it found
that many manufacturers are selling
products with escalating SPF values.
In a statement from the EWG, Sen.
Jack Reed (D-R.I.) said that the FDA
needs to move more quickly on in-
stituting sunscreen standards, but in
the meantime, “it is good to know
Environmental Working Group is
providing consumers with the facts
about the effectiveness of sunscreen
products that are currently on
shelves.” The AAD refuted much of
the EWG claim in a statement, not-
ing that there is no evidence that oxy-
benzone affects hormones, nor is
oxybenzone or vitamin A dangerous
in sunscreens, said Dr. Siegel. The
AAD continues to back use of a wa-
ter-resistant, broad-spectrum sun-
screen that protects against UVA and
UVB, with an SPF 30 or higher, in
conjunction with limiting sun expo-
sure and wearing sun-protective
clothing.

Abbott Seeks to Block Biosimilars 
Abbott Laboratories has petitioned
the FDA to not approve any generic
versions of its rheumatoid arthritis
drug Humira if the applications
were submitted before March 23,
2010. That date is important because
it is when President Obama signed
into the law the Biologics Price
Competition and Innovation Act.
That law gives brand-name biologics
12 years of market exclusivity and in
exchange, the FDA is able to use
proprietary information on their
branded products in approving
generic versions or biosimilars. In its
petition, Abbott is asking the FDA to
interpret the law as applying only to
applications made after its enact-
ment. If the FDA were to accept ap-
plications made before March 23,
2010 it would open itself up to con-
stitutional questions and liability for
infringing on trade secrets, accord-
ing to Abbott’s petition.

–Alicia Ault

POLICY & PRACTICE
For more health reform news, scan the QR

code to listen to our weekly podcast, or 
visit www.skinandallergynews.com

ManagingYour
Dermatology

Practice

A Great Boss

J O S E P H  S.

E A S T E R N, M . D.

By encouraging my employees

to propose solutions and

suggest better methods and

procedures, I demonstrate to

them that they have a stake in

the success of the office.
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Disclaimer SKIN & ALLERGY NEWS as-
sumes the statements made in classified
advertisements are accurate, but cannot in-
vestigate the statements and assumes no re-
sponsibility or liability concerning their
content. The Publisher reserves the right to
decline, withdraw, or edit advertisements.
Every effort will be made to avoid mistakes,
but responsibility cannot be accepted for
clerical or printer errors.

Excellent Practice Opportunities

Sanford Health is seeking BC/BE dermatologists to join its multi-specialty group.
Excellent practice opportunities are available in Sanford Clinics located in Fargo,
ND and Alexandria, Bemidji and Detroit Lakes, MN. Competitive salary/
comprehensive benefits package, paid malpractice and generous relocation 
allowance. Live and work in unique Upper Midwest communities. To learn more
contact: 

Shannon Ellering, Physician Recruiter
Sanford Health Physician Placement

Phone: (701) 280-4817
Email: Shannon.Ellering@sanfordhealth.org

Dermatologist
Seattle, WA

Pacific Medical Centers has a rich history of providing high quality primary and 
specialty care to the greater Seattle area and is seeking an experienced BC’d, 
general Dermatologist to join our growing organization.

Financially sound, cohesive multispecialty group of 160 providers, 24 specialties and 
8 clinics. Some cosmetics and MOHS available. Strong referral base with some travel
required. Epic EMR.  

Seattle offers breathtaking scenery, performing arts, exquisite dining, world-class 
shopping, quality schools, unique attractions, outdoor recreation over four seasons 
and no state income tax! PMC’s production
compensation and competitive benefits package
will support and enhance a lifelong career.

Contact: Deborah Akins
Physician Recruiter
1-888-901-1122 
DeborahA@pacmed.org
http://www.pacmed.org

PROFESSIONAL OPPORTUNITIES

For deadlines and more information, contact Andrea LaMonica

Tel: (800) 381-0569, Fax: (914) 381-0573, Email: a.lamonica@elsevier.com

IMNG Medical Media
60 Columbia Road, Building B
Morristown, NJ 07960

EXCELLENT READERSHIP, QUALIFIED LEADS
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NORTH BAY HISTOLOGY LAB

H/E slide preparation from $7.00

Routine special stains $15.00

Immunoperoxidase stains $70.00

Founded in 1986, North Bay Histology Lab is a full-
service tissue processing laboratory with over 300
clients nationwide.

24-hour turnaround time on routine biopsies

Nationwide service with FedEx shipping

Free supplies for specimen transport

Computerized monthly billing

Call (415) 883-2510

www.NorthBayHistologyLab.com

DERMATOLOGIST - Portland Metro Area & Salem, OR

We’re seeking a BC/BE Dermatologist to join our team of 16 
Dermatologists. Our Dermatologists have an active practice with 
an unusual number of complex cases and opportunities, if desired, 
for cosmetic procedures. Ours is a collegial and stimulating 
practice in one of the most successful managed care programs in 
the country. Our position includes practicing in two clinic locations: 
one of our Portland metropolitan clinics and our clinic located in 
Salem, Oregon. 

We offer a competitive salary and benefit package, including a 
comprehensive pension program, professional liability coverage, 
sabbatical leave and more. 

To submit your CV and learn more about this opportunity, please 
visit our website at: http://physiciancareers.kp.org/nw/ and click 
on Physician Career Opportunities. Or call (800) 813-3763 for 
more information. We are an equal opportunity employer and 
value diversity within our organization.

Northwest Permanente, P.C.,
Physicians and Surgeons

Help Build 
a Gateway 
for Better Health 

At Northwest Permanente, P.C., we want every patient we see to 
receive the medical care they need to live long and thrive. We also 
offer NWP physicians the opportunity to pursue their personal and 
professional goals with equal passion through cross-specialty 
collaboration and work-life balance. We invite you to consider 
these opportunities with our physician-owned and managed, 
multi-specialty group of 1,000 physicians who care for 479,000 
members throughout Oregon and Southwest Washington.

LABORATORIES

Disclaimer SKIN & ALLERGY NEWS assumes the statements made in classified advertisements are
accurate, but cannot investigate the statements and assumes no responsibility or liability concerning their
content. The Publisher reserves the right to decline, withdraw, or edit advertisements. Every effort will be
made to avoid mistakes, but responsibility cannot be accepted for clerical or printer errors.

Tired of Managed Care and Low
Insurance Reimbursements?

Boulder, CO - Cosmetic Surgery prac-
tice comprised of 3 units: skin, liposculp-
ture, and vaginal rejuvenation, all in one 
gorgeous, 3400 square foot, state-of-the-
art facility. Practice is only 5 years old, and
generating revenue of $1.7 million, all pri-
vate pay, on 30 doctor hours per week.
Vaser, Smartlipo, cosmetic vaginal reju-
venation, and many other advanced skin
laser techniques. Additional clinic equip-
ment to perform Cellulaze, already or-
dered, will propel revenue higher by an ex-
pected $500,000 in 2012. Seller open to
staying for long, smooth transition. Selling
for early retirement. Photos and indepen-
dent appraisal available. Offered at only
$920,000.

Practice Consultants
800-576-6935

info@PracticeConsultants.com

Wanted to Buy
Dermatology Practices

in Arizona and Ohio
If you are within 5-7 years of retirement,
tired of the everyday micro-management
of your practice and are interested in sell-
ing. 

Please call Dr. Gene Conte @CFAM En-
terprises, (937) 470-5990 or email intro-
duction letter to: contedrconte@aol.com

All inquires strictly confidential.

PRACTICES FOR SALE LABORATORIES

PRACTICES WANTED

For Deadlines and 

More Information, Contact: 
Andrea LaMonica

Tel: (800) 381-0569 

Fax: (914) 381-0573 

Email: a.lamonica@elsevier.com

PROFESSIONAL OPPORTUNITIES

Moving?
Look to Classifieds for practices available.
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PRODUCTS

Laser Treatment for Onychomycosis
The Harmony multiapplication, multitech-
nology laser has received clearance by the
Food and Drug Administration to treat
nail fungus. The Q-switched 1064-
nm Nd:YAG laser creates microcavi-
tations and acoustic shock waves on
the surface of the nail plate, which
are transmitted to the nail bed –
causing mechanical damage in the ir-
radiated fungal colony, which may
decapsulate the fungus spores. In ad-
dition, yellow and brown streaks
that cover the nail are eliminated by
the green light of the Q-Switched
KTP 532-nm tip. This wavelength is
well absorbed by the red and brown
pigments of the infected nail mi-
croorganism, according to the manufacturer.

Alma Lasers
www.almalasers.com

Advanced Eye Cream
Kinerase is launching a new, gentle, non-
prescription eye cream, which includes
the company’s antiaging ingredient,
Kinetin, and a new HA3 technology (N-
acetylglucosamine-6-phosphate). The new
complex is a retinol alternative that sup-
ports the skin’s ability to produce hyaluron-
ic acid. The product also contains eyeseryl
tetrapepdtide and SYN-coll/palmitoyl
tripeptide. The cream is formulated to vis-
ibly reduce the appearance of fine lines and
wrinkles around the eye; reduce puffiness
and under eye circles; and moisturize and
brighten the eye area. The products will be
available in July through ULTA.

Kinerase
www.kinerase.com

Promiseb Regimen for Seborrheic Dermatitis 
Promiseb Complete is a new two-step regimen
available for patients with seborrheic dermatitis.
The regimen includes the Promiseb Topical
Cream and the Promiseb Plus Scalp Wash. The
Promiseb Topical Cream is a nonsteroidal, pre-
scription cream for the treatment of seborrheic
dermatitis. In a randomized clinical study the

cream had comparable efficacy
and fewer relapses than a low-

potency topical corti-
costeroid. The cream
has also shown anti-
inflammatory and
anti-fungal proper-
ties, according to
the manufacturer.
Patients with a
known allergy to

shea butter or shea
nut oil should contact
their physician before
using the product. The

companion product, Promiseb Plus Scalp Wash,
is formulated to cleanse the scalp and remove
flaky build-up. In a 2-week open study of the scalp
wash, patients had a decrease in flakes. The scalp
wash is only available as part of the Promiseb
Complete regimen. 

Promius Pharma
www.promiuspharma.com

NeutraPhase Wound Cleanser
NeutroPhase wound cleanser comprises a patent-
ed pure hypochlorous acid (HOCl) solution that
mimics the infection-fighting compounds pro-
duced naturally by white blood cells. For use in
combination with commercially available wound
dressings in patients who have chronic nonheal-

ing wounds
such as pres-
sure, venous
stasis, and dia-
betic ulcers, the
nonantibiotic
irrigant and
cleanser sup-
ports healing
by disrupting
bacterial bio-
film and killing
common gram-

positive and -negative wound pathogens without
harming the healthy fibroblast cells. The cleanser
can be used in wet-to-moist dressing techniques
and also in negative pressure wound therapy
procedures.

NovaBay Pharmaceuticals
www.neutrophase.com

UltraPulse With SCAAR FX
The SCAAR FX module of the UltraPulse
CO2 laser penetrates deep into the skin to
improve the appearance of conspicuous,
complex, and deep skin lesions. Using pre-
cision and high energy impact of up to
150 mJ per pulse per spot, SCAAR FX al-

lows direct impact up to 4 millimeters
deep into the skin tissue, which is
four times deeper than other com-

mercially available CO2 lasers, ac-
cording to the manufacturer. The
module’s combination of short pulse
durations and high energy per pulse
is designed to improve the structure
of deep contracted skin lesions, such

as surgical scars, leading to in-
creased range of motion and en-
hanced skin appearance.

Lumenis
www.lumenis.com

NIA 24 Rapid Depigmentation Serum
NIA 24 Rapid Depigmentation Serum is a con-
centrated serum with Pro-Niacin that helps to di-
minish the appearance of spots and discol-
orations. Pro-Niacin, along
with tyrosine inhibitors, vita-
min C, and hexylresorcinol
helps to normalize melanin in
the skin to improve the ap-
pearance of skin tone, texture,
and hyperpigmentation. 
The serum helps to visibly di-
minish the appearance of dark
spots and overall discoloration
for a significant improvement in
skin brightness, clarity, and
tone. The serum can be used
morning and night. The prod-
uct retails for $75 for 1 fl. oz. A
Depigmentation Spot Repair is
also available for targeting indi-
vidual dark spots. It retails for $45 for 0.135 fl. oz.

Nia 24
www.nia24.com

Purifying Facial Wash 
PUR Purifying Facial Wash is a gentle, foaming
cleanser that removes dirt and other impurities
while moisturizing and tightening pores. The fa-
cial wash is formulated with copper gluconate,
aloe, and anti-inflammatory ingredients. The
product is suitable for individuals with sensitive
skin. The product is a multi-functional cleanser
and toner and rinses completely without the use
of additional toners or astringents. It is lightly
scented with essences of grapefruit and lemon. A
7.6 oz (225 ml) bottle of the facial wash retails for
$46 and is available for pre-order online. The fa-
cial wash is the latest edition to the LAFACE Lab-
oratories product line, which includes Cellular Re-
generation Cream, Hydrating and Purifying
Serum, and Hydrating and Firming Body Lotion,
EFFACE line erasure concentrate, and BEAUX
YEUX beautiful eyes concentrate intensive. 

LAFACE Laboratories 
www.lafacelaboratories.com

Anti-Aging Serum
Pro+Therapy MD has launched émergence Cell
Rejuvenation Complex, an anti-aging serum that
contains four anti-aging innovations, along with
prosome delivery of kinetin and zeatin. The prod-
uct helps the skin to appear firmer and less wrin-
kled, according to the manufacturer. The non-
comedogenic and hypoallergenic serum reactivates
cellular youth potential for younger looking skin;
improves the appearance of photodamage and ag-
ing; and provides high levels of kinetin and zeatin
via the prosome delivery system, which slowly re-
leases the plant-derived growth factors to nourish
cells and help improve the visible signs of aging.
The product retails for $130 for 1 fl. oz.

Valeant Pharmaceuticals
www.protherapymd.com

Swift Lift Serum
A new formula will be introduced for
emerginC Swift Lift skin tightening
serum in September. The formula has
been improved by adding instalift goji
and provides instant, noticeable, all-day
face lifting, firming, and tightening.
Instalift goji is an isolated active gly-
copeptides fraction which combines
the skin lifting and firming strength of
both proteins and polysaccharides. The
serum also includes: carrageenan ex-
tract, sodium hyaluronate, soybean ex-
tract, grape seed extract, glycerin,
green tea and myoxinol. The serum re-
tails for $79.

emerginC
www.emerginc.com
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