
 Clinical 18
A look ahead
Expect exciting technology, therapeutic and 
workflow advances.  

 Oncology 44
Melanoma management 
Study: The gp75 antigen represents an ideal 
target for pharmaceutical applications.

 Cosmetic 58
Aesthetic advances
Social influence, comeback procedures,  
— just a few areas to watch in 2019.

 Business 68
Women’s health
Initiative educates on addressing patient 
issues through the dermatology gateway.

Difficult-to-treat AD lesson

DermatologyTimes
CLINICAL INSIGHTS THAT EXPAND EXPERTISE AND ADVANCE PRACTICE  Volume 40, Number 2  |  February 2019

CHANGE CONTINUES ON PAGE 80�

C hange is inevitable, says medical 
practice consultant, Debra Phairas, 
something frequently acknowledged 
by W. Edwards Deming, an engineer 

and management consultant she reveres. 
“He said we must ‘improve 

constantly and forever,’ or get 
left behind. I believe that,” she 
says. Phairas, who is president 
of Practice & Liability Consult-
ants, LLC, based in San Fran-

cisco, adds “doctors are usually more able to 
make changes in evidence-based medicine."

But, they are not practicing medicine the same 
way they did 25 years ago, she says.

"Advances occur on the business side, too, 
and it’s necessary to keep up,” she adds.

MAKE CHANGE COMPREHENSIVE AND FUN
Take a hard look at your practice and apply 
the same strict standards all around. Consider 
every angle. 

Your staff may need an up-to-date stand-
ard of care, but they also may need a good 
photocopier, along with new computers and 
software on a regular basis to do the best job, 
Phairas says.

STEPHANIE STEPHENS | Staff Correspondent

M O R E  I N  T H I S  I S S U E

Manage practice change 
Drive innovation from the ground up

LISETTE HILTON | Staff Correspondent

T ed Rosen, M.D., professor of der-
matology at Baylor College of Medi-
cine, Houston, Texas, says a 61-year-
old patient changed the way he thinks 

about treating moderate-to-severe atopic dermati-
tis in adults.

The woman sought treatment with Dr. Rosen 
more than a year ago for an atopic dermatitis flair 
he describes as horrible.

“It wasn’t just her neck. It was 
on her antecubital fossa, pop-
liteal fossa, face…. About the 
only place that wasn’t horrific and 
was just mild was her trunk,” Dr. 
Rosen says.

A little history: The patient had allergic rhi-
nitis and asthma during her life but both self-
resolved. She had mild atopic dermatitis as an 
infant but it worsened as she aged, especially dur-
ing adolescence.

Practical Tips &Future Trends issue 

A. B.

| A-B. This 61-year-
old patient shown 
with severe atopic 
dermatitis changed 
the way one expert 
thinks about treat-
ing moderate-to-
severe atopic der-
matitis in adults. 

Photos: Ted Rosen, M.D.

case STUDY

“She literally had not had clear skin since before 
high school, age 12,” he says.

The patient relocated to Houston, where Dr. 
Rosen says the heat, humidity and pollution would 
only serve to make her skin itchier—to the point 
that her ability to do even daily activities suffered.

She went through the normal medication 
LESSON CONTINUES ON PAGE 36�

IN THIS MONTH’S TABLE,  
we highlight questions  
surrounding skin examina-
tion guidelines.  PAGE 86
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
This brief summary does not include all the information needed to use BRYHALI safely and 
effectively. See full prescribing information for BRYHALI.

BRYHALI™ (halobetasol propionate) lotion, 0.01% for topical use  

Initial U.S. Approval: 1990

INDICATIONS AND USAGE
BRYHALI™ (halobetasol propionate) Lotion, 0.01% is indicated for the topical treatment of 
plaque psoriasis in adults.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS

Hypothalamic-Pituitary-Adrenal (HPA) Axis Suppression
BRYHALI has been shown to suppress the hypothalamic-pituitary-adrenal (HPA) axis.
Systemic effects of topical corticosteroids may include reversible HPA axis suppression with 
the potential for glucocorticosteroid insufficiency. This may occur during treatment or upon 
withdrawal of treatment with the topical corticosteroid.

The potential for hypothalamic-pituitary-adrenal (HPA) axis suppression with BRYHALI was 
evaluated in a study of 19 adult subjects with moderate to severe plaque psoriasis involving 
≥20% of their body surface area (BSA). HPA axis suppression was reported for 1 (5.6%) 
subject at Week 4 and for 3 (15.8%) subjects at Week 8. All 3 subjects had normal HPA axis 
suppression test with discontinuation of treatment [see Clinical Pharmacology in full 
Prescribing Information]. 

Because of the potential for systemic absorption, use of topical corticosteroids, including 
BRYHALI, may require that patients be evaluated periodically for evidence of HPA axis 
suppression. Factors that predispose a patient using a topical corticosteroid to HPA axis 
suppression include the use of more potent corticosteroids, use over large surface areas, 
occlusive use, use on an altered skin barrier, concomitant use of multiple corticosteroid-
containing products, liver failure, and young age. An adrenocorticotropic hormone (ACTH) 
stimulation test may be helpful in evaluating patients for HPA axis suppression.

If HPA axis suppression is documented, attempt to gradually withdraw the drug, reduce the 
frequency of application, or substitute a less potent steroid. Manifestations of adrenal 
insufficiency may require supplemental systemic corticosteroids. Recovery of HPA axis 
function is generally prompt and complete upon discontinuation of topical corticosteroids.

Systemic effects of topical corticosteroids may also include Cushing’s syndrome, 
hyperglycemia, and glucosuria. Use of more than one corticosteroid-containing product at 
the same time may increase the total systemic exposure to corticosteroids. Pediatric 
patients may be more susceptible than adults to systemic toxicity from the use of topical 
corticosteroids due to their larger surface-to-body mass ratios [see Use in 
Specific Populations].

Local Adverse Reactions
Local adverse reactions from topical corticosteroids may include atrophy, striae, 
telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary infection, and 
miliaria. These may be more likely with occlusive use, prolonged use, or use of higher 
potency corticosteroids, including BRYHALI. Some local adverse reactions may 
be irreversible.

Concomitant Skin Infections 
Use an appropriate antimicrobial agent if a skin infection is present or develops. If a 
favorable response does not occur promptly, discontinue use of BRYHALI until the infection 
has been adequately treated.

Allergic Contact Dermatitis 
Allergic contact dermatitis with corticosteroids is usually diagnosed by observing failure to 
heal rather than noting a clinical exacerbation. Consider confirmation of a clinical diagnosis 
of allergic contact dermatitis by appropriate patch testing. Discontinue BRYHALI if allergic 
contact dermatitis occurs.

ADVERSE REACTIONS

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. 

In randomized, double-blind, multicenter, vehicle-controlled clinical trials, 426 adults with 
plaque psoriasis were treated with BRYHALI and had post-baseline safety data. Subjects 
applied BRYHALI once daily for up to eight weeks. Table 1 presents adverse reactions that 
occurred in at least 1% of subjects treated with BRYHALI and more frequently than in 
vehicle-treated patients.

Table 1: Adverse Reactions Occurring in ≥1% of the Subjects Treated with 

BRYHALI through Week 8

BRYHALI 
(N=284)

Vehicle 
(N=142)

Adverse Reaction % %

Upper Respiratory Tract Infection 2% 1%

Application Site Dermatitis 1% 0

Hyperglycemia 1% 0

USE IN SPECIFIC POPULATIONS
Pregnancy

Risk Summary

There are no available data on BRYHALI use in pregnant women to inform a drug-
associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
In animal reproduction studies, increased malformations, including cleft palate and 
omphalocele, were observed after oral administration of halobetasol propionate during 
organogenesis to pregnant rats and rabbits. The available data do not support relevant 
comparisons of systemic halobetasol propionate exposures achieved in the animal studies 
to exposures observed in humans after topical use of BRYHALI.  

The background risk of major birth defects and miscarriage for the indicated population is 
unknown. In the U.S. general population, the estimated background risk of major birth 
defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 
20%, respectively. 

Data

Animal Data

Halobetasol propionate has been shown to cause malformations in rats and rabbits when 
given orally during organogenesis at doses of 0.04 to 0.1 mg/kg/day in rats and 
0.01 mg/kg/day in rabbits. Halobetasol propionate was embryotoxic in rabbits but not in 
rats. Cleft palate was observed in both rats and rabbits. Omphalocele was seen in rats but 
not in rabbits.

Lactation

Risk Summary

There are no data on the presence of halobetasol propionate or its metabolites in human 
milk, the effects on the breastfed infant, or the effects on milk production after 
treatment with BRYHALI.

Systemically administered corticosteroids appear in human milk and could suppress 
growth, interfere with endogenous corticosteroid production, or cause other untoward 
effects. It is not known whether topical administration of corticosteroids could result in 
sufficient systemic absorption to produce detectable quantities in human milk. 

The developmental and health benefits of breastfeeding should be considered along with 
the mother’s clinical need for BRYHALI and any potential adverse effects on the breastfed 
child from BRYHALI. 

Clinical Considerations

Advise breastfeeding women not to apply BRYHALI directly to the nipple and areola to avoid 
direct infant exposure.

Pediatric Use
Safety and effectiveness of BRYHALI in pediatric patients under the age of 18 years have 
not been evaluated.

Because of higher skin surface area to body mass ratios, pediatric patients are at a greater 
risk than adults of HPA axis suppression and Cushing’s syndrome when they are treated 
with topical corticosteroids. They are therefore also at greater risk of adrenal insufficiency 
during or after withdrawal of treatment. Adverse reactions including striae have been 
reported with use of topical corticosteroids in infants and children [see Warnings 
and Precautions].

HPA axis suppression, Cushing’s syndrome, linear growth retardation, delayed weight gain, 
and intracranial hypertension have been reported in children receiving topical 
corticosteroids. Manifestations of adrenal suppression in children include low plasma 
cortisol levels and an absence of response to ACTH stimulation. Manifestations of 
intracranial hypertension include bulging fontanelles, headaches, and bilateral papilledema 
[see Warnings and Precautions].

Geriatric Use
Of 284 subjects exposed to BRYHALI in clinical trials, 61 subjects were 65 years or older. 
Clinical trials of BRYHALI did not include sufficient numbers of subjects age 65 years and 
older to determine whether they respond differently from younger subjects.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal studies have not been performed to evaluate the carcinogenic potential 
of halobetasol propionate.

Halobetasol propionate was not genotoxic in the Ames assay, in the sister chromatid 
exchange test in Chinese hamster somatic cells, in chromosome aberration studies of 
germinal and somatic cells of rodents, or in a mammalian spot test. Positive mutagenicity 
effects were observed in a mouse lymphoma gene mutation assay in vitro and in a Chinese 
hamster micronucleus test. 

Studies in rats following oral administration of halobetasol propionate at dose levels up to 
0.05 mg/kg/day indicated no impairment of fertility or general reproductive performance.

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
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“A product that does not work does not 
stay on the shelf for long. Consumers...will 
buy one bottle, but will not buy a second...Ó

D
ermatologists are experts in skin, 
hair and nail issues. Traditionally, 
dermatology textbooks and train-
ing have focused on diagnosis and 

prescription treatment of disease. This is the 
core of dermatology and should remain the 
primary goal of all residency programs. 

However, much new and emerging useful 
knowledge is present in the area of over-the-
counter (OTC) technologies. The high cost 
of prescription medications has driven many 
consumers to look for remedies in the OTC 
drug realm. Further, little attention is focused 
on skin disease prevention and the mainte-
nance of skin health. These are areas where 
prescription medication may not be appro-
priate and OTC products become of primary 
importance. Do dermatologists possess the 
knowledge base to eff ectively use OTC prod-
ucts? I am not sure.

Do dermatologists understand the diff erence 
between soaps and syndets and how they might 
benefi t or damage eczematous skin? 

Do dermatologists understand the diff erence 
between a conditioning shampoo and a dan-
druff  shampoo and their diff ering eff ects on seb-
orrheic dermatitis? 

Do dermatologists know whether a lotion 
containing ceramides or grapeseed oil is better 
for the prevention of an atopic dermatitis fl are? 

Do dermatologists know which sunscreen 
formulation is best for rosacea patients? 

I am not sure.
OTC products are becoming increasingly 

complex with enhanced effi  cacy due to the tre-
mendous explosion in raw materials availa-

ble for formulation. The simplistic moisturizer 
made of petrolatum and mineral oil emulsifi ed 
in water is no more. Moisturizers can be built to 
reduce transepidermal water loss to various lev-
els, provide viscosities appropriate for various 
body areas, and deliver a variety of bioidenti-
cal materials to the skin surface. The OTC acne 
market is expanding with great rapidity based 
on the new small particle benzoyl peroxide that 
allows better skin coverage with lower concen-
trations. The Rx to OTC switch of adapalene 
also created unprecedented effi  cacy in the non-
prescription acne market. Other previously pre-
scription-only acne actives will undoubtedly 
consider making the switch.

One of the biggest obstacles to expanding 
the acceptance of review articles and textbook 
chapters on skin, hair and nail care technologies 
that are not OTC drugs is the lack of “evidence-
based” information. Who is going to do a study 
to demonstrate that various detergents work? 

How can you compare 40 diff erent facial 
moisturizer formulations and determine which 
one works best? 

How do you demonstrate which shampoo 
produces the least amount of dandruff ? 

Consumers do this every day in the market-
place based on their purchases. A product that 
does not work does not stay on the shelf for long. 
Consumers are the scientists and will buy one 
bottle, but will not buy a second, followed by the 
store discontinuing the off ering. Want to know 
which products do not work? Look at the clear-
ance aisle in the store!

Further, it is not possible to examine 40 facial 
moisturizers and determine which one is the 
best for all. Why are there 40 diff erent facial 
moisturizers for sale? Because they all work for 
someone who purchases them. Why are there 
so many diff erent botanical-containing cosme-
ceutical formulations? Because they all work 
for someone who purchases them. There is no 
one size fi ts all when it comes to skin, hair and 
nail care. Customization is the secret to success. 
With this in mind, evidence-based approaches 
do not work. Instead, dermatologists need to 
understand the mechanism of action for these 
ingredients.

I believe there is a need in dermatology train-
ing and beyond into practice to expand the 
understanding of OTC products. There should 
be at least one day in every training program 
devoted to OTC technologies. My brief sur-
vey indicates that at least 30% of patients seen 
in an average dermatology practice will ask one 
question about an OTC product or issue. The 
dermatologist should be confi dent in answer-
ing the question quickly and accurately. These 
common “door handle” questions require an 
expanded OTC understanding. �

The need to expand OTC product knowledge
Dr. Zoe Diana Draelos
Dr. Draelos is a consulting professor of dermatology,Duke University School of Medicine, Dur-
ham, N.C.

30%
of patients who are seen in an
average dermatology practice
will ask one question about an
OTC product or issue.
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I
nnovation is an expensive, arduous and long 
process. Partnerships are key for success. In 
drug development, industry relationships 
are close to essential. For medical devices, 

industry partnerships can be extremely helpful 
in navigating the expensive regulatory process. 
Even within health information technology, there 
is a strong and growing interest from traditional 
industry players to get involved in the deployment 
of software solutions and to generate scale.

Academic and industry collaborations are 
essential to bring together the critical capabili-
ties and resources necessary to move innovations 
to the marketplace. Many physicians have collab-
orative relationships with industry through con-
sulting, sponsored research programs, joint devel-
opment agreements and technology development. 
Collaborations with industry off er new opportuni-
ties and challenges for physicians seeking intellec-
tually stimulating side ventures. While physicians 
know medicine and they know science, they may 
not know business, which is why these collabora-
tions can be essential.

Over the past several years, there has been a 
trend in industry to create innovation hubs to fos-
ter collaborations between physicians, scientists, 
engineers and industry. The hubs create a natu-
ral conduit to foster discussion and lend support to 
novices seeking to launch a product, device, soft-
ware solution—or, really, the sky is the limit.

Here are few examples of innovation hubs:
LEO Science & Tech Hub (LEO Pharma):  The LEO 

Science & Tech Hub is a R&D innovation unit of 
LEO Pharma. They explore cutting-edge science 
and technology opportunities with relevance to 
dermatology. Their interests include non-invasive 
biomarkers, imaging technologies and artifi cial 

“Innovation centers open new doors to 
innovators ... who may need guidance.”

Opportunities for collaboration with industry

by STEVE XU, M.D., FAAD, AND MICHAEL L. SIERRA, PH.D.
Dr. Xu is a board-certifi ed dermatologist and medical director of the Center for Bio-Integrated Electronics at the Simpson Querrey Institute 
for Bionanotechnology, Northwestern University. He is a co-founder of the Advancing Innovation in Dermatology Accelerator Fund.

Michael L. Sierra, Ph.D., vice president of LEO Science & Tech Hub, Cambridge, Mass. The Hub is a research and development 
innovation unit of LEO Pharma A/S. He is a steering committee member of the Advancing Innovation in Dermatology Accelerator Fund.
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TIPS FOR COLLABORATION WITH INDUSTRY

1.MANAGE EXPECTATIONS:

These are large, complex organizations with an unknowable set of interests that change. 
You may have the greatest basal cell carcinoma drug candidate, but a company may simply be 
exiting skin oncology for strategic reasons. So, a “no” now may not be a “no” forever.

2.HAVE A REALISTIC VIEW OF CONFIDENTIALITY:

The value you off er is your idea, so sharing what you are working on is a prerequisite to 
collaboration. File patents (even inexpensive provisional patents) and request confi dentiality 
agreements, but do not let the fear of someone stealing your idea prevent you from identifying 
a critical partner.

3.CLARITY IS KEY:

You may have a platform technology, but identifying one or two key beachheads really help 
your potential industry partners understand what you want to do and whether they are a good fi t.

intelligence.
Johnson and Johnson Innovation, JLABS: This group 

invites collaborations across the entire spectrum 
of pharmaceuticals, medical devices and consumer 
health. They off er mentorship, non-diluting grants 
and incubator space. Over the course of six years, 
companies incubated at JLABS have secured more 
than $1.6 billion in funding, 10 IPOs and 12 acqui-
sitions. Dermatology remains a signifi cant portfo-
lio of J&J’s pharmaceutical subsidiary (Janssen) as 
well as its consumer health portfolio as makers of 
Neutrogena. 

AlmirallShare: The Spanish pharmaceutical com-
pany Almirall has established an open platform to 
encourage outside innovators to work with Almi-
rall to develop new, innovative solutions for skin 
health. Their initial focus centers on infl ammatory 
skin conditions such as rosacea, and acne. 

Bayer LifeScience iHUB, Bayer Open Innovation:  Like 
Johnson & Johnson, Bayer AG is  a massive organ-
ization with its own innovation program. Across 
their pharmaceuticals and consumer health divi-
sions, there are opportunities for innovators to 
engage with Bayer on areas of shared interest.

L’Oréal’s Technology Incubator:  L’Oréal’s supports 
a technology incubator to engage with outside part-
nerships. This work has led to new devices such as 
UV sensors and smart combs.

Innovations centers open new doors to innova-
tors or wannabe innovators who may need guid-
ance with research, product development, regula-
tory hurdles and marketing. e

Disclosures: Dr. Xu has received support from Leo 
Science and Tech Hub and L’Oreal for development 
projects.
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SERNIVO Spray is indicated for the treatment 

of mild to moderate plaque psoriasis in 

patients 18 years of age or older.

DOSAGE AND ADMINISTRATION

Apply SERNIVO Spray to the affected skin 

areas twice daily and rub in gently.

Use SERNIVO Spray for up to 4 weeks of 

treatment. Treatment beyond 4 weeks is      

not recommended.

Avoid use on the face, scalp, axilla, groin, or 

other intertriginous areas.

SERNIVO Spray is for topical use only. It is not 

for oral, ophthalmic, or intravaginal use.

CONTRAINDICATIONS

None.

WARNINGS AND PRECAUTIONS

Hypothalamic-Pituitary-Adrenal (HPA) Axis 

Suppression and Other Unwanted Systemic 

Glucocorticoid Effects

SERNIVO Spray can produce reversible 

hypothalamic-pituitary-adrenal (HPA) 

axis suppression with the potential for 

glucocorticosteroid insufficiency. This may 

occur during or after withdrawal of treatment. 

Factors that predispose to HPA axis 

suppression include the use of high-potency 

corticosteroids, large treatment surface areas, 

prolonged use, use of occlusive dressings, 

altered skin barrier, liver failure, and young age.

Evaluation for HPA axis suppression may 

be done by using the adrenocorticotropic 

hormone (ACTH) stimulation test.

In a study including 48 evaluable subjects 18 

years of age or older with moderate to severe 

plaque psoriasis, abnormal ACTH stimulation 

test results suggestive of adrenal suppression 

were identified in 5 out of 24 (20.8%) subjects 

after treatment with SERNIVO Spray twice 

daily for 15 days. No subject (0 out of 24) had 

abnormal ACTH stimulation test results after 

treatment with SERNIVO Spray twice daily for 

29 days [see Clinical Pharmacology].

If HPA axis suppression is documented, 

gradually withdraw the drug, reduce the 
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a less potent corticosteroid. If signs and 

symptoms of steroid withdrawal occur, 

supplemental systemic corticosteroids may 
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Systemic effects of topical corticosteroids 

may also manifest as Cushing’s syndrome, 
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are rare and generally occur after prolonged 

exposure to larger than recommended 

doses, particularly with high-potency topical 

corticosteroids.

Minimize the unwanted risks from endocrine 
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increased systemic bioavailability and by using 

the product as recommended [see Dosage 

and Administration].

Pediatric patients may be more susceptible 

to systemic toxicity due to their larger skin 

surface to body mass ratios. Use of SERNIVO 

Spray is not recommended in pediatric 

patients [see Use in Specific Populations].

Allergic Contact Dermatitis

Allergic contact dermatitis with corticosteroids 

is usually diagnosed by observing failure to 

heal rather than noting a clinical exacerbation. 

Corroborate such an observation with 

appropriate diagnostic patch testing. If irritation 

develops, discontinue the topical corticosteroid 

and institute appropriate therapy.

ADVERSE REACTIONS

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.

In two randomized, multicenter, prospective 

vehicle-controlled clinical trials, subjects with 

moderate plaque psoriasis of the body applied 

SERNIVO Spray or vehicle spray twice daily 

for 4 weeks. A total of 352 subjects applied 

SERNIVO Spray and 180 subjects applied 

vehicle spray.

Adverse reactions that occurred in at least 1% 

of subjects treated with SERNIVO Spray for  

up to 28 days are presented in Table 1.

Table 1: Adverse Reactions Occurring in *1% 

of Subjects Treated with SERNIVO Spray for 

up to Four Weeks

SERNIVO 

Spray b.i.d.

(N=352)

Vehicle 

Spray b.i.d

(N=180)

Application site 

pruritus

6.0% 9.4%

Application site 

burning and/or 

stinging

4.5% 10.0%

Application site pain 2.3% 3.9%

Application site 

atrophy

1.1% 1.7%

Less common adverse reactions (with 

occurrence lower than 1% but higher than 

0.1%) in subjects treated with SERNIVO spray 

were application site reactions including 

telangiectasia, dermatitis, discoloration, 

folliculitis and skin rash, in addition to 

dysgeusia and hyperglycemia. These adverse 

reactions were not observed in subjects 

treated with vehicle.

Postmarketing Experience

Because adverse reactions are reported 

voluntarily from a population of uncertain 

size, it is not always possible to reliably 

estimate their frequency or establish a causal 

relationship to drug exposure.

Postmarketing reports for local adverse 

reactions to topical corticosteroids have 

also included striae, irritation, dryness, 

acneiform eruptions, hypopigmentation, 

perioral dermatitis, allergic contact dermatitis, 

secondary infection, hypertrichosis, and miliaria.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category C

There are no adequate and well-controlled 

studies in pregnant women. SERNIVO Spray 

should be used during pregnancy only if the 

potential benefit justifies the potential risk to 

the fetus.

Betamethasone dipropionate has been shown 

to be teratogenic in rabbits when given by the 

intramuscular route at doses of 0.05 mg/kg. 

The abnormalities observed included umbilical 

hernias, cephalocele, and cleft palate.

Nursing Mothers

Systemically administered corticosteroids 

appear in human milk and can suppress growth, 

interfere with endogenous corticosteroid 

production, or cause other untoward effects. It 

is not known whether topical administration of 

corticosteroids can result in sufficient systemic 

absorption to produce detectable quantities in 

human milk. Because many drugs are excreted 

in human milk, caution should be exercised 

when SERNIVO Spray is administered to a 

nursing woman.

Pediatric Use

Safety and effectiveness of SERNIVO Spray 

in patients younger than 18 years of age have 

not been studied; therefore use in pediatric 

patients is not recommended. Because of 

a higher ratio of skin surface area to body 

mass, pediatric patients are at greater risk 

of systemic toxicity, including HPA axis 

suppression and adrenal insufficiency, when 

treated with topical drugs. [see Warnings 

and Precautions]

Rare systemic effects such as Cushing’s 

syndrome, linear growth retardation, delayed 

weight gain, and intracranial hypertension have 

been reported in pediatric patients, especially 

those with prolonged exposure to large doses 

of high potency topical corticosteroids.

Local adverse reactions including skin atrophy 

have also been reported with use of topical 

corticosteroids in pediatric patients.

Geriatric Use

Clinical studies of SERNIVO Spray did not 

include sufficient numbers of subjects who 

were 65 years of age or older to determine 

whether they respond differently from 

younger subjects.

Manufactured by: DPT Laboratories, Ltd.,  

San Antonio, TX 78215 

Distributed by: Promius Pharma, LLC., 

Princeton, NJ 08540
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“One way to try to work around such 
frivolous on-line statements is to have 
patients sign a waiver.”

This patient not only accused him of poor medical 
practice, but also videotaped his staff  drinking beer 
in their nurse’s lounge. Even worse, the video has 
gone “viral” and has been seen by thousands. Dr. 
Derm is concerned this malicious act may ruin his 
career. The internet and social media are nothing 
more than a curse to Dr. Derm. Is there anything 
he can do?

Because of privacy laws, unfortunately, a physi-
cian has little recourse when an anonymous patient 
places a scathing review on a website. The reality 
is that even physician review sites are as likely to 
misinform as they are to inform. If a patient com-
plains on-line that his surgical excision opened 
only two days after dermatologic surgery, there is 
no way for anybody to know whether the patient 
has performed strenuous exercise. Reviewers of 
these sites are generally not patients. There are 
known instances of dentists being accused on-
line, by their competitors, of being child molest-
ers. Similarly laudatory on-line comments can be 

written by the physician himself.
One way to try to work around such frivolous 

on-line statements is to have patients sign a waiver 
that has them promise that, in the case they are 
not happy with their care, they will not post on-
line comments to that eff ect. 

The way such contracts are enforceable is as 
follows: In general, websites acting as platforms 
for outside commentary are not liable for defa-
mation suits. They are, according to North Car-
olina neurosurgeon-attorney Jeff rey Segal, sub-
ject to copyright laws. Waivers can be written to 
assign copyright to the treating physician. If the 
treating physician asks the patient to sign such a 
“copyright” waiver, the physician can claim own-
ership of any anonymous review of the practice 
and demand that such an on-line review then be 
removed. 

There are now examples of website posts 
removing such deleterious copyrighted com-
ments. Needless to say, not all patients will agree 

to sign such a waiver. Some may feel such waiv-
ers are simply “gag orders”. The reality is that 
disgruntled patients are free to speak with fam-
ily, friends, other physicians, lawyers, hospital 
peer review committees, or credentialing com-
mittees. There are a wide range of appropriate 
and inappropriate places where patients can 
express their views. 

Barring anonymous sites would be ideal. How-
ever, barring anonymous sites is unlikely to hap-
pen. At the very least it would be ideal if internet 
sites could verify that the “reviewer” is, in fact, 
a patient of the physician he or she is criticizing 
(or praising). Even more, to prevent the extreme 
opinion – positive and/or negative—from skew-
ing impressions, websites should hold off  from 
posting such reviews until they have at least 10 or 
more representative views. In an ideal situation 
reviews should focus on those aspects in which 
a patient would be expected to be knowledge-
able. These would include issues such as wait-
ing time, appropriate parking, or being treated 
rudely by the physician and/or staff . Commenting 
on physician technique or results is an entirely 
diff erent issue. 

Without any signed waiver in place, Dr. Derm 
is in no position to stop his patient from posting 
the negative on-line comments. e

by DAVID J. GOLDBERG, M.D., J.D.

Dr. Goldberg is director of Skin Laser and Surgery Specialists of New York and New Jersey, past director of Mohs and Laser 

Research, Icahn School of Medicine at Mt. Sinai; and, adjunct professor of law, Fordham Law School in New York City.

Dr. Derm has been in practice for three decades. He works hard, does no advertis-

ing, and does not even have a Facebook page. He is aware of peers who spend an 

extensive amount on marketing and social media; however he has had no interest. 

One day he finds out that a disgruntled patient has slandered his reputation on social 

media. In fact, he has been slandered on Facebook, Instagram, Yelp and Google.

Patient’s social posts ruined my reputation 

ASK
Dr. Goldberg MEDSPA LIABILITIES

bit.ly/medspaliabilities

CURBSIDE CONSULTS
bit.ly/curbsideconsult

SOCIAL MEDIA AND HIPAA
bit.ly/socialandhipaa

drdavidgoldbberg@skinandlasers.com

mailto:drdavidgoldbberg@skinandlasers.com
http://www.dermatologytimes.com/legal-eagle/how-social-media-can-lead-hipaa-violation
http://www.dermatologytimes.com/legal-eagle/giving-curbside-consults-can-increase-liability-risk
http://www.dermatologytimes.com/legal-eagle/medical-spas-face-increasing-liability-risks
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Q.What can be done for dandruff 
and seborrheic dermatitis from a cos-
metic standpoint?
Oral and topical antifungals, along with top-
ical corticosteroids, are the mainstay of pre-
scription treatment for seborrheic dermati-
tis. However, once the severe scaling and itch-
ing has been controlled and the condition 
downgraded to dandruff , there still remains 
the need to prevent recurrence and control 
scaling. OTC products can be used for these 
purposes. 

One way to prevent the recurrence of scalp 
dryness is to rub a normal hair instant con-
ditioner into the scalp after shampooing, fol-
lowed by rinsing. Conditioners can function 
as scalp moisturizers without leaving the scalp 
greasy, since they are rinsed minutes after 
application.

There are also many excellent anti-dan-
druff  shampoos that are considered OTC 
drugs, but each shampoo can only contain 
one active agent. Thus, shampoos 
should be selected and rotated 
based on the needs of the patient. 
If the patient has adherent scalp 
scale, a salicylic acid shampoo 
is an excellent choice followed 
by an OTC salicylic acid scalp 
solution applied every evening to 
aff ected areas prior to bedtime. 

If erythema and itching are pri-
mary, a tar shampoo is best to utilize for the 
anti-infl ammatory eff ects, followed by an 
OTC hydrocortisone solution applied to 

the aff ected areas morning and evening as 
needed.

If prevention is the main goal, an antifun-
gal shampoo that contains zinc pyrithione or 
selenium sulfi de is best. Of these ingredients, 
the newer microfi ne zinc pyrithione products 
are the best, because the maximum allowed 
concentration of zinc pyrithione can be more 
evenly spread over the entire scalp. Thus, 
OTC dandruff  products can augment pre-
scription therapy in the healing and mainte-
nance phase of seborrheic dermatitis.

Q.How can oily hair be controlled?
Oily hair is a common patient compliant, 
especially among adolescent females and 
males who may also present for acne treat-
ment. It is important to remember that the 
hair does not make oil, but it does wick oil 
from the scalp down the hair shaft. If the hair 
is straight, the oil wicks rapidly from the scalp 

down the hair shaft. If the hair is tightly 
curled or kinky, the oil wicks more 

slowly. Oily hair is an indication of 
an oily scalp and requires scalp oil 
removal through frequent sham-
pooing with a high detergent 
shampoo for oily hair. Preferably, 

no instant conditioner should be 
applied in the shower, but if the hair 

is long, a small amount of conditioner 
can applied to the hair ends and immediately 
rinsed.

Another way to control scalp oil is to use 

one of the newly rediscovered dry sham-
poos. Dry hair shampoo was very popular in 
the 1950s, but has enjoyed renewed popular-
ity. Dry shampoo is a powder that is dusted 
or sprayed onto the parted hair and scalp to 
absorb the oil, followed by combing or brush-
ing to remove the excess powder. While dry 
hair shampoo does not replace wet shampoo-
ing, it can be used in the afternoon or evening 
to control an oily shine during the day.

Q. Are there any complications 
associated with the newly popular 
eyebrow threading?
Threading is a method of hair removal pop-
ular in the Middle East. It does not require 
tweezers or other equipment. Basically, two 
sewing threads are twisted back and forth and 
pulled between the two hands trapping the 
hairs and yanking them out of the skin. Stand-
alone threading salons or hair salons with 
threading stations are appearing in the United 
States. 

There is no diff erence between hair pluck-
ing or threading, tweezing, or waxing. All three 
methods yank the hair out of the follicle. There 
are no major complications with eyebrow 
threading, however, complications may occur. 
Excessively traumatic eyebrow hair removal 
may damage the follicle permanently destroy-
ing hair growth. Traumatic removal may also 
cause infl ammatory folliculitis and possibly 
bacterial infection. Eyebrow threading is safe as 
long as the removal is done gently. e

Handling hair hang-ups

“Shampoos should be selected and 
rotated based on the needs of the patient.”

by DR. ZOE DIANA DRAELOS

Dr. Draelos is a consulting professor of dermatology, 

Duke University School of Medicine, Durham, N.C.

READ

MORE 

FROM DR. DRAELOS 

ON OTC DRUGS

 & PRODUCTS

PG. 6



S
R

T
-1

0
0

 V
isio

n
™

Contact us today:  www.sensushealthcare.com  |   561-922-5808

Superficial Radiation Therapy is a 

Non-Invasive Treatment for NMSC 

and an Effective Solution for Keloids!

Superficial Radiation Therapy 

offers hope to keloid sufferers.

Remarkable Cure Rates

95% Cure Rate 

for Non-Melanoma 

Skin Cancer

94% Cure Rate 

for Keloids

Photos provided by Dr. Michael H. Gold, M.D., FAAD

MKT-SRT-038-B

SRT safely destroys the cells that form keloids, with over a 

94% cure rate when used in combination with surgery. The 

SRT-100 ™, SRT100+ ™ and SRT100 Vision ™ are FDA cleared 

for the treatment of keloids following surgical removal. 

Offering a “keloid cure” serves as an ideal base on which to 

build a strong footprint in the ethnic community.

BEFORE

IMMEDIATELY POST SURGERY

1 MONTH POST SRT

DURING

POST SRT

1 YEAR POST SRT

TM

http://www.sensushealthcare.com
http://www.sensushealthcare.com
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RESEARCH.      TRENDS.      COMMUNITY.

VERRICA PHARMACEUTICALS announced in Jan-

uary that it’s novel therapeutic, VP-102, recently 

completed phase three CAMP-1 and CAMP-2 piv-

otal trials, demonstrating statistically signifi cant 

improvements in patients with molluscum con-

tagiosum, a chronic virus marked by pearl-like 

bumps on the skin primarily in children. 

Currently, there are no FDA-approved treat-

ments for the condition, but Verrica has been 

sponsoring clinical trials for VP-102, it’s own novel 

topical solution consisting of 0.7% cantharidin.

“In each trial, VP-102 exhibited a clinically 

and statistically signifi cant proportion of subjects 

demonstrating complete clearance of all treat-

able molluscum lesions versus placebo. VP-102 

was well-tolerated in both trials, with no serious 

adverse events reported in VP-102 treated sub-

jects,” the company announced in a statement. 

“We believe the effi cacy and safety profi les 

of VP-102 observed in these two trials provide 

a strong foundation for our U.S. NDA which we 

intend to submit in the second half of this year,” 

said Ted White, Verrica’s president and chief 

executive offi cer.

CAMP-1 and 2 are two randomized, double-

blind, multicenter, placebo-controlled trials con-

ducted at 31 centers in the United States. In total, 

the studies included patients two years old or 

older. The patients were treated once every 21 

days for up to four applications for 12 weeks.

In CAMP-1, 46% of patients treated with VP-102 

achieved complete clearance of all treatable 

molluscum lesions at day 84 versus 18% of pla-

SIRNAOMICS, INC., announced in Decem-

ber that it received FDA approval to pro-

ceed with phase two clinical trials for 

STP705, an siRNA (small interfering RNA) 

therapeutic for in situ Squamous Cell Carci-

noma Nonmelanoma Skin Cancer (NMSC). 

Trials are expected to start in the fi rst quar-

ter of 2019.

STP705 works by inhibiting the expression of 

TGF-β1 and COX-2, enzymes that contribute to 

epithelial cell proliferation and the regulation, 

development and progression of NMSC.

“FDA clearance to proceed with the NMSC 

trial represents an important step forward in 

demonstrating the broader clinical utility of our 

siRNA platform,” said Sirnaomics’ founder and 

CEO Patrick Y. Lu, Ph.D. “Building on our tech-

nology’s potential against fi brotic disease, the 

drug target selection and tumor targeting deliv-

ery capabilities of our platform will help dem-

onstrate the broader therapeutic potential of 

STP705 as a therapeutic candidate against 

cancer.” 

The phase two trial will be led by Brian Ber-

man, M.D., Ph.D., of the University of Miami Mill-

er School of Medicine. “There is a real clinical 

need for non-invasive, targeted therapy for in 

situ squamous cell carcinoma,” Dr. Berman 

said in a news release.

Sirnaomics specializes in the discovery and 

development of RNAi therapeutics against 

cancer and fi brotic diseases.

Non-melanoma 
skin cancer trial 
proceeds
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Clinical trials funding secured for 
antibacterial-resistant P. acnes treatment
VYOME THERAPEUTICS INC., 

announced in January that it 

secured $22 million in fi nanc-

ing to, in part, support the 

development of its lead mole-

cule, VB 1953, through phase 

two clinical trials for moder-

ate to severe acne.

“The closing of Vyome’s 

Series D comes at a transforma-

tional time for the company, as 

we prepare to initiate a phase 

2b clinical trial with our lead 

candidate, VB 1953, and as 

we establish the center of operations and head-

quarters in the United States through a corpo-

rate restructuring exercise,” said Venkateswar-

lu Nelabhotla (Venkat), chief executive offi cer 

of Vyome Therapeutics. “We see this investment 

as validation of Vyome’s innovative approach to 

effi cient specialty pharmaceutical development 

and the ability of the company’s scientifi c plat-

form to help solve the problem of microbial resist-

ance in dermatology.”

VB 1953 is a topical bactericidal antibi-

otic candidate with a novel mechanism of 

action that is designed to reduce infl amma-

tion. It is designed to treat antibiotic resistant P. 

acnes strains in which a phase 2b clinical trial 

is planned. In preclinical studies, VB 1953 was 

shown to be active against clindamycin-resist-

ant P. acnes bacteria. It was shown to have a low 

emergence of resistance and to reduce infl am-

mation. 

VB 1953 is delivered with a microtechnology 

gel system that ensures the drug is retained at 

the site of infection and minimizes systemic expo-

sure. 

cebo groups. In CAMP-2, 54% of treated patients 

achieve complete clearance as compared to 

13% in the placebo group. And, also by the end 

of the trail, treated patients achieved a 69% and 

83% mean reduction, respectively, in the number 

of molluscum lesions as compared to 20% and 

19% for subjects on placebo.

Molluscum contagiosum affects six million 

people in the United States.
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SSIRNAOMICS, INC., announced in Decem-
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cceed with phase two clinical trials for

STTP705, an siRNA (small interfering RNA)

thherapeutic for in situ Squamous Cell Carci-

noma Nonmelanoma Skin Cancer (NMSC).

Trrials are expected to start in the fi rst quar-
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STP705 works by inhibiting the expression of

TGGF-β1 and COX-2, enzymes that contribute to

epithelial cell proliferation and the regulation, 

ddevelopment and progression of NMSC.

“FDA clearance to proceed with the NMSC
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ddemonstrating the broader clinical utility of our 

siRNA platform,” said Sirnaomics’ founder and
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ddrug target selection and tumor targeting deliv-

ery capabilities of our platform will help dem-

oonstrate the broader therapeutic potential of

STTP705 as a therapeutic candidate against

cancer.”

The phase two trial will be led by Brian Ber-

mman, M.D., Ph.D., of the University of Miami Mill-

er School of Medicine. “There is a real clinical

need for non-invasive, targeted therapy for in

siitu squamous cell carcinoma,” Dr. Berman

saaid in a news release.

Sirnaomics specializes in the discovery and

ddevelopment of RNAi therapeutics against

ccancer and fi brotic diseases.
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Topical for 

molluscum contagiosum 

performs well in phase 3 trials
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Nongreasy feel

Day/night use

No age restrictions*

No preservatives2

Large 430g jar

*Pediatric patients may demonstrate greater susceptibility 
to topical corticosteroid-induced HPA axis suppression and 
Cushing’s syndrome than mature patients because of a larger 
skin surface area to body weight ratio. Administration of 
topical corticosteroids to children should be limited to the least 
amount compatible with an effective therapeutic regimen.

VERSATILE. POWERFUL. ELEGANT.

THE NO-COMPROMISE

TRIAMCINOLONE
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topical triamcinolone.1
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INDICATION 
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Rx Only

DESCRIPTION
Topical corticosteroids, such as Trianex® 0.05% (Triamcinolone Acetonide Ointment, USP), 
constitute a class of primarily synthetic steroids used as anti-inflammatory and antipruritic 
agents.

Each gram of Trianex® 0.05% (Triamcinolone Acetonide Ointment, USP) contains 0.5 mg of 
Triamcinolone Acetonide USP in a water-in-oil emulsion composed of Light Mineral Oil NF, 
Purified Water USP, White Petrolatum USP, Heavy Mineral Oil USP, Mineral Wax, and Lanolin 
Alcohols NF. The white ointment is for topical use only.

Triamcinolone Acetonide has the molecular formula of 
C

24
H

31
FO

6
 and is designated chemically as Pregna-1, 

4-diene-3, 20-dione, 9-fluoro-11, 21-dihydroxy-16, 
17-[(1-methylethylidene) bis (oxy)]-, (11ß, 16α)-. It has 
a molecular weight of 434.50 and the following 
structural formula:

CLINICAL PHARMACOLOGY
Topical corticosteroids share anti-inflammatory, antipruritic and vasoconstrictive actions.

The mechanism of anti-inflammatory activity of the topical corticosteroids is unclear. Various 
laboratory methods, including vasoconstrictor assays, are used to compare and predict 
potencies and/or clinical efficacies of the topical corticosteroids. There is some evidence to 
suggest that a recognizable correlation exists between vasoconstrictor potency and 
therapeutic efficacy in man.

Pharmacokinetics
The extent of percutaneous absorption of topical corticosteroids is determined by many factors 
including the vehicle, the integrity of the epidermal barrier, and the use of occlusive dressings.

Topical corticosteroids can be absorbed from normal intact skin. Inflammation and/or other 
disease processes in the skin increase percutaneous absorption. Occlusive dressings 
substantially increase the percutaneous absorption of topical corticosteroids. Thus, occlusive 
dressings may be a valuable therapeutic adjunct for treatment of resistant dermatoses (see 
DOSAGE AND ADMINISTRATION). Once absorbed through the skin, topical corticosteroids are 
handled through pharmacokinetic pathways similar to systemically administered 
corticosteroids. Corticosteroids are bound to plasma proteins in varying degrees. 
Corticosteroids are metabolized primarily in the liver and are then excreted by the kidneys. 
Some of the topical corticosteroids and their metabolites are also excreted into the bile.

INDICATIONS AND USAGE
Trianex® 0.05% (Triamcinolone Acetonide Ointment, USP) is indicated for the relief of the 
inflammatory and pruritic manifestations of corticosteroid responsive dermatoses.

CONTRAINDICATIONS
Trianex® 0.05% (Triamcinolone Acetonide Ointment, USP) is contraindicated in those patients 
with a history of hypersensitivity to any of the components of the preparation.

PRECAUTIONS
General

Systemic absorption of topical corticosteroids has produced reversible hypothalamic-pituitary-
adrenal (HPA) axis suppression, manifestations of Cushing’s syndrome, hyperglycemia, and 
glucosuria in some patients.

Conditions which augment systemic absorption include the application of the more potent 
steroids, use over large surface areas, prolonged use, and the addition of occlusive dressings.

Therefore, patients receiving a large dose of any potent topical steroid applied to a large 
surface area or under an occlusive dressing should be evaluated periodically for evidence of 
HPA axis suppression by using the urinary free cortisol and ACTH stimulation tests, and for 
impairment of thermal homeostasis. If HPA axis suppression or elevation of the body 
temperature occurs, an attempt should be made to withdraw the drug, to reduce the frequency 
of application, substitute a less potent steroid, or use a sequential approach when utilizing the 
occlusive technique. 

Recovery of HPA axis function and thermal homeostasis are generally prompt and complete 
upon discontinuation of the drug. Infrequently, signs and symptoms of steroid withdrawal may 
occur, requiring supplemental systemic corticosteroids. Occasionally, a patient may develop a 
sensitivity reaction to a particular occlusive dressing material or adhesive and a substitute 
material may be necessary. 

Children may absorb proportionally larger amounts of topical corticosteroids and thus be more 
susceptible to systemic toxicity (see PRECAUTIONS-Pediatric Use).

If irritation develops, topical corticosteroids should be discontinued and appropriate therapy 
instituted.

In the presence of dermatological infections, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection has been adequately controlled.

These preparations are not for ophthalmic use.

Information for the Patient
Patients using topical corticosteroids should receive the following information and instructions:

1. This medication is to be used as directed by the physician. It is for external use only. Avoid 
contact with the eyes.

2. Patients should be advised not to use this medication for any disorder other than that for 
which it was prescribed.

3. The treated skin area should not be bandaged or otherwise covered or wrapped so as to be 
occlusive unless directed by the physician.

4. Patients should report any signs of local adverse reactions especially under occlusive 
dressing.

5. Parents of pediatric patients should be advised not to use tight-fitting diapers or plastic 
pants on a child being treated in the diaper area, as these garments may constitute 
occlusive dressings.

Laboratory Tests
A urinary free cortisol test and ACTH stimulation test may be helpful in evaluating HPA axis 
suppression. 

Carcinogenesis, Mutagenesis and Impairment of Fertility
Long-term animal studies have not been performed to evaluate the carcinogenic potential or 
the effect on fertility of topical corticosteroids.

Studies to determine mutagenicity with prednisolone and hydrocortisone showed negative 
results.

Pregnancy: Teratogenic Effects Category C
Corticosteroids are generally teratogenic in laboratory animals when administered systemically 
at relatively low dosage levels. The more potent corticosteroids have been shown to be 
teratogenic after dermal application in laboratory animals. There are no adequate and 
well-controlled studies in pregnant women on teratogenic effects from topically applied 
corticosteroids. Therefore, topical corticosteroids should be used during pregnancy only if the 
potential benefit justifies the potential risk to the fetus. Drugs of this class should not be used 
extensively on pregnant patients, in large amounts, or for prolonged periods of time.

Nursing Mothers
It is not known whether topical administration of corticosteroids could result in sufficient 
systemic absorption to produce detectable quantities in breast milk. Systemically administered 
corticosteroids are secreted into breast milk in quantities not likely to have a deleterious effect 
on the infant. Nevertheless, caution should be exercised when topical corticosteroids are 
administered to a nursing woman.

Pediatric Use
Pediatric patients may demonstrate greater susceptibility to topical corticosteroid 
induced HPA axis suppression and Cushing’s syndrome than mature patients because 
of a larger skin surface area to body weight ratio.

Hypothalamic-pituitary-adrenal (HPA) axis suppression, Cushing’s syndrome and intracranial 
hypertension have been reported in children receiving topical corticosteroids. Manifestations of 
adrenal suppression in children include linear growth retardation, delayed weight gain, low 
plasma cortisol levels, and absence of response to ACTH stimulation. Manifestations of 
intracranial hypertension include bulging fontanelles, headaches, and bilateral papilledema.

Administration of topical corticosteroids to children should be limited to the least amount 
compatible with an effective therapeutic regimen. Chronic corticosteroid therapy may interfere 
with the growth and development of children.

ADVERSE REACTIONS
The following local adverse reactions are reported infrequently with topical corticosteroids, but 
may occur more frequently with the use of occlusive dressings. These reactions are listed in 
an approximate decreasing order of occurrence:

Burning, Itching, Irritation, Dryness, Folliculitis, Hypertrichosis, Acneiform eruptions, 
Hypopigmentation, Perioral dermatitis, Allergic contact dermatitis, Maceration of the skin, 
Secondary infection, Skin atrophy, Striae and Miliaria

OVERDOSAGE
Topically applied corticosteroids can be absorbed in sufficient amounts to produce systemic 
effects (see PRECAUTIONS).

DOSAGE AND ADMINISTRATION
Apply a thin film to the affected area two to four times a day.

Occlusive Dressing Technique
Occlusive dressings may be used for the management of psoriasis or other recalcitrant 
conditions. Apply a thin film of ointment to the lesion, cover with a pliable nonporous film, and 
seal the edges. If needed, additional moisture may be provided by covering the lesion with a 
dampened clean cotton cloth before the nonporous film is applied or by briefly wetting the 
affected area with water immediately prior to applying the medication. 

The frequency of changing dressings is best determined on an individual basis. It may be 
convenient to apply Triamcinolone Acetonide Ointment under an occlusive dressing in the 
evening and to remove the dressing in the morning (i.e., 12-hour occlusion). When utilizing the 
12-hour occlusion regimen, additional ointment should be applied, without occlusion, during 
the day. Reapplication is essential at each dressing change. 

If an infection develops, the use of occlusive dressings should be discontinued and appropriate 
antimicrobial therapy instituted. 

How Supplied
Trianex® 0.05% (Triamcinolone Acetonide Ointment, USP) is supplied in 430 g jars (NDC 
67857-806-19).

KEEP THIS AND ALL DRUGS OUT OF THE REACH OF CHILDREN.

You may report side effects to FDA at 1-800-FDA-1088. You may also report side effects to 
Promius Pharma, LLC at 1-888-966-8766.

Store at 20° to 25°C (68° to 77°F). [See USP Controlled Room Temperature.]

DISPENSE IN A WELL-CLOSED CONTAINER.

Rx Only

For external use only. Not for ophthalmic use.

Distributed by: Promius Pharma, LLC Princeton, NJ 08540

Manufactured by: CMP Pharma, Inc. Farmville, NC 27828

Trianex is a registered trademark of CMP Pharma, Inc.
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Psoriasis  physician survey highlights 

need for effective therapies
A SURVEY OF 75 DERMATOLOGISTS 

who treat patients with moderate to 

severe psoriasis shows that among 

the greatest of unmet patient needs 

includes, in this order, the lack of 

safe and effective oral therapies, 

affordable treatments covered by 

insurance, treatment that is effec-

tive in maintaining long-term remis-

sion and lastly, topical treatments 

that work.

The survey, which was conducted 

between Nov. 21-26, was developed 

by InCrowd, a market intelligence fi rm 

specializing in healthcare. 

This group of physicians report-

ed treating an average of 79 patients 

with moderate to severe psoriasis over 

the course of three months; and, they 

described great interest in the devel-

opment of new therapeutics, includ-

ing IL-17/23/31 agents, JAK inhibitors 

and TYK2 inhibitors.

Of biologic and other non-biolog-

ic therapies doctors prescribe, these 

include:  corticosteroids (58%); bio-

logics (48%); generalized OTC prod-

ucts (22%); phototherapy (13%); PDE4 

inhibitors (13%); topical or oral reti-

noids (11%); and, antibiotics (4%).

And, fi nally, in terms of treatment 

choice, Humira and Stelara were the 

most popular as shown in the graph 

on the right.

New fungal medication for the U.S. market
THE FOOD AND DRUG ADMINISTRATION (FDA) 

approved in December a new drug applica-

tion for Tolsura (SUBA-itraconazole), a new for-

mulation of itraconazole for the treatment of 

systemic fungal infections in adults.

Tolsura, which will be sold as 65 mg cap-

sules, is indicated for the treatment of blastomy-

cosis (pulmonary and extrapulmonary), histo-

plasmosis (including chronic cavitary pulmo-

nary disease and disseminated, non-meninge-

al histoplasmosis) and aspergillosis (pulmonary 

and extrapulmonary, in patients who are intol-

erant of or who are refractory to amphotericin B 

therapy). These infections occur in vulnerable or 

immunocompromised patients, such as patients 

with a history of cancer, transplants (solid organ 

or bone marrow), HIV/AIDS, or chronic rheu-

matic disorders. They are often associated with 

high mortality rates or long-term health issues, 

according to Mayne Pharma Group Limited, 

which issued a statement about the approval.

Mayne Pharma expects to launch the product 

in the U.S. by the end of fi rst quarter 2019. It is one 

of more than 60 products the company markets 

in the United States, including Fabior (tazarotene) 

foam, Sorilux (calcipotriene) foam and Doryx 

MPC (doxycycline) delayed-release tablets. They 

recently acquired Lexette (halobetasol) foam 

for plaque psoriasis which is also expected to be 

launched by end of the fi rst quarter 2019.IM
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Preferred FIRST-LINE # 
TREATMENT  Mentions

Humira (adalimumab) 19

Tremfya  (guselkumab) 13

Stelara (ustekinumab) 12

Steroid 8

Taltz (ixekizumab) 7

Cosentyx (secukinumab) 5

Enbrel (etancercept) 2

Methotrexate 2
Otezla (apremilast) 2

Phototherapy 2

TNF Inhibitors 2

Preferred SECOND-LINE # 
TREATMENT  Mentions

Cosentyx (secukinumab) 16

Stelara (ustekinumab) 12

Taltz (ixekizumab) 12

Humira (adalimumab) 9

Tremfya  (guselkumab) 9

Otezla (apremilast) 3

Steroid 2

Enbrel (etancercept) 2

Methotrexate 2

Retinoid 2

Antibiotics 1

Cyclosporine 1

Dovonex (Calcipotriene) 1

IL-17 Inhibitor 1

Soriatane (acitretin) 1

Preferred THIRD-LINE # 
TREATMENT  Mentions

Tremfya  (guselkumab) 14

Stelara (ustekinumab) 13

Humira (adalimumab) 12

Taltz (ixekizumab) 12

Cosentyx (secukinumab) 9

Biologics 3
Otezla (apremilast) 2

Phototherapy 2

Enbrel (etancercept) 1

Methotrexate 1

CIMZIA (brodalumab) 1

IL-23 Inhibitor 1

REMICADE (infliximab) 1

SILIQ (brodalumab) 1

Retinoid 1

Combination Therapy 1

D R U G C L AS S E S

TNF Inhibitor

IL-23 (+/- IL-12 Inhibitor)

IL-17 Inhibitor

PDE4 Inhibitor

S 

o 

g 

ds

s-

d

Q3 When thinking about treating your moderate 
to severe psoriasis patients, what is your most preferred 
treatment or drug for each of the lines 
of therapy below? (n=75)

Most Preferred Psoriasis Treatments By Lines of Therapy 
(open end feedback)

In indicating top-of-mind preference for treatments, physicians highlighted Humira, Cosentyx, and Tremfya at 1L, 2L, and 3L respectively. 
Of note, Stelara is mentioned among the top three choices across all lines of therapy.



“It’s been rewarding to watch dermatology develop treatments for 
things we once couldn’t help. And, there’s more promising areas 

like that on the way.”
Brett Coldiron, M.D., President, Ohio Dermatological Foundation and clinical associate professor at the University of Cincinnati 
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FUTURE

20 SKIN OF COLOR

A brief review looks at differences in 

epidemiology, presentation, access, 

and outcomes in different skin types.

30, 32 FOOT DERMATOSES & NAIL FUNGUS

A look at cost-effective treatment 

solutions and a possible 

tool to improve diagnosis.

42 HEMANGIOMAS

Study indicates lesions of 

the face and scalp favor a 

specifi c occurence pattern.

Trends in dermatology care

L
asers, targeted therapies, and biologics. These 
were great advancements in dermatology in the 
past several decades. They changed clinical prac-
tice and re-defi ned patient care. And, they also laid 

the groundwork for the next generation of accomplishments. 
Looking into the future, dermatologists can anticipate 

new technologies and treatments to, again, enhance ser-
vices. Some things will directly impact daily workfl ow. 

“Overall, the future of the specialty is bright,” said 
Brett Coldiron, M.D., president of the Ohio Dermato-
logical Foundation and clinical associate professor at the 
University of Cincinnati, noting the next decades will be 
an exciting time.

NEW TECHNOLOGIES

Many new technologies will focus on improving care for 
skin cancer, particularly melanoma, said Eric Tkaczyk, 
M.D., Ph.D., director of the Cutaneous Imaging Clinic 
and assistant professor of medicine in the dermatology 
division at Vanderbilt University Medical Center.

“It’s a common daily routine to look at hundreds of 
pigmented lesions to determine if patients can go home, 
need follow-up, or require an excision,” he said. “‘We’re 
pretty good with visual analysis, but even top derma-
tologists with extensive experience usually have to cut 
out dozens of pigmented lesions from many patients to 
remove one melanoma.”

These technologies could better facilitate care:

Confocal microscopy: Although it’s existed for 20 years, 
confocal microscopy was approved for reimbursement in 
the United States approximately two years ago. It pro-
vides high-resolution microscopy lesion images at the 
beside. Although it cannot penetrate into deeper dermis 
layers, several large clinical studies have shown it reduces 
benign lesion excisions by more than a factor of two. 

Photo-acoustic tomography (PAT): The Food & Drug 
Administration (FDA) hasn’t approved PAT yet, and 
there are no existing multi-center studies, but this 3D 
imaging is based on the principle “light-in, sound-out.” 
Biological tissues absorb light and convert it to transient 
heating, creating an ultrasonic wave. Broadband ultra-
sonic transducers detect ultrasound waves and convert 
them to a tomographic image. This reveals a lesion’s 
depth, facilitating prognosis or staging. 

One less than 50-participant study also indicated PAT 
can identify melanin in lymph nodes. Results revealed 
PAT pinpoints instances where lymph node excision is 
not necessary.  

Raman spectroscopy (RS): RS uses vibrational spectra 
of molecules at optical wavelengths to identify chemical 
and biological compounds in the outermost skin layers. 
It monitors conformational changes in the skin’s lipids 
and proteins and can measure skin hydration, retinol, 
lactate, and other molecules. RS is a burgeoning technol-
ogy in engineering, Tkaczyk said, with moderate clini-
cal impact to-date

Expect exciting technology, therapeutic and workfl ow advances

WHITNEY J. PALMER | Staff  Correspondent

New technologies will 
focus on improving 

skin cancer.

New drugs are in 
development to treat 

skin conditions lacking 
FDA-approved therapies.

Trends impacting worfklow 
may change how dermatol-
ogists manage daily practic

Quick TAKES

DermatologyTimes®

FEBRUARY 2019

TRENDSCONTINUES ON PAGE29f



https://www.verrica.com/


H
ealthcare disparities exist in all fi elds of medicine, including dermatology. Despite move-
ments to educate the general public, many myths related to dermatology still exist, such as 
the belief that those with darker skin tones do not need to protect their skin because they have 
a minimal risk of developing skin cancer. While it is true that increased amounts of melanin 

and the mechanisms related to melanosomes in people with skin of color do provide a signifi cant level 
of photoprotection1, they are still at risk for all the same conditions that aff ect lighter skin types; 
though, these conditions may present diff erently and have poorer outcomes. 

The purpose of this brief review is to focus on some diff erences in epidemiol-
ogy, presentation, access, and outcomes in diff erent skin types for fi ve dermato-
logic conditions: atopic dermatitis, melanoma, hidradenitis suppurativa, mel-
asma, and vitiligo. 
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original REVIEW

Skin and disparity issues 
that affect patients with skin of color

“The purpose of this review is to focus on 
... diff erent skin types for fi ve conditions.

by MARIA L. ESPINOSA, B.S., &PETER A. LIO, M.D. 

Maria L. Espinosa is a medical student at The University of Chicago Pritzker School of Medicine.   

Peter A. Lio, MD is a clinical assistant professor of dermatology and pediatrics at Northwestern University Feinberg School of Medicine 
and a partner at Medical Dermatology Associates of Chicago.

ATOPIC DERMATITIS

Atopic dermatitis (AD)  is an increasingly 
common condition estimated to aff ect over 
30 million children and adults in America of 
all colors, albeit with signifi cant diff erences 
in prevalence, response to treatment, and 
molecular biology.2, 3 In population studies, 
AD has been found to be more prevalent in 
African American and Asian/ Pacifi c Island-
ers individuals than Caucasians. 4,5 This 
may be explained by increased infl amma-
tion due to higher affi  nity IgE receptors and 
decreased innate immune markers including 
Th1 and Th17  found in African Americans 
when compared to European Americans with 
the condition.6 As Sanyal and colleagues dis-
cuss in their article, diff erences on the molec-
ular level may begin to explain why Afri-
can Americans don’t respond to treatment 
exactly like other groups, and tend to require 
higher levels of corticosteroids, have a higher 

risk for hypopigmentation, 
and are more likely to need 
higher doses of cyclosporine A 
and ultraviolet B light. Similar studies 
examining Asians and Pacifi c Islander pop-
ulations found that their immune system has 
a stronger Th17/Th22 response compared 
to Caucasians, leading to increased infl am-
mation and more pronounced presentation of 
AD, especially since it tends to present as a 
mix of AD and psoriasis in this population.4,7

Notably, the markers Th2, Th22, and IgE 
are all correlated with increased AD severity, 
and these are markers that are more common 
in African American and Asian populations.6

In terms of presentation, African Ameri-
cans have increased risk for post-infl amma-
tory dyspigmentation, plaques on extensor 
surfaces instead of traditional fl exor surfaces 
and have scattered distinct plaques; while 
Asian patients more likely to have scaling and 

lichenifi cation than Caucasians.4 Another 
layer of complexity is added when examining 
the disparities between the healthcare access 
in populations aff ected by AD. For exam-
ple, non-Hispanic blacks had 33% lower odds 
of keeping follow-up appointments for their 

AD, and those that did access medical care 
had more ambulatory visits and fi lled 

more prescriptions than non-Hispanic 
whites. 8 These molecular diff erences 
amongst populations aff ected by AD 
make it crucial to continue increas-

ing diversity in clinical trials in order 
to obtain personalized, evidence based 

treatment recommendations for patients 
with each skin type.

MELANOMA: 

The disparities related to melanoma are quite 
striking. Although 95% of cases are diag-
nosed in people with white or light skin9, 
the remaining 5% of cases in African Amer-
icans and Hispanics have poorer prognosis 
due to diagnosis at more advanced stages and 
the subtype of melanoma.10 Multiple stud-
ies11,12 have found that the 5-year survival 
rate in African Americans and Hispanics is 
much lower than that of Caucasians, 72% to 
81% versus 90%.12 People of color diagnosed 
with melanoma tend to have the acral len-
tiginous subtype, which is more invasive.13

Focusing on Hispanic populations, it has 
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OTEZLA® (apremilast) tablets, for oral use
The following is a Brief Summary; refer to Full Prescribing Information for 
complete product information.

INDICATIONS AND USAGE
OTEZLA® (apremilast) is indicated for the treatment of patients with moderate to 

severe plaque psoriasis who are candidates for phototherapy or systemic therapy.

CONTRAINDICATIONS
OTEZLA is contraindicated in patients with a known hypersensitivity to apremilast or 

to any of the excipients in the formulation [see Adverse Reactions (6.1)].

WARNINGS AND PRECAUTIONS
Diarrhea, Nausea, and Vomiting: There have been postmarketing reports of 

severe diarrhea, nausea, and vomiting associated with the use of OTEZLA. Most 

events occurred within the first few weeks of treatment. In some cases patients were 

hospitalized. Patients 65 years of age or older and patients taking medications that 

can lead to volume depletion or hypotension may be at a higher risk of complications 

from severe diarrhea, nausea, or vomiting. Monitor patients who are more 

susceptible to complications of diarrhea or vomiting. Patients who reduced dosage 

or discontinued OTEZLA generally improved quickly. Consider OTEZLA dose 

reduction or suspension if patients develop severe diarrhea, nausea, or vomiting.

Depression: Treatment with OTEZLA is associated with an increase in adverse 

reactions of depression. Before using OTEZLA in patients with a history of 

depression and/or suicidal thoughts or behavior prescribers should carefully weigh 

the risks and benefits of treatment with OTEZLA in such patients. Patients, their 

caregivers, and families should be advised of the need to be alert for the emergence 

or worsening of depression, suicidal thoughts or other mood changes, and if such 

changes occur to contact their healthcare provider. Prescribers should carefully 

evaluate the risks and benefits of continuing treatment with OTEZLA if such events 

occur. During the 0 to 16 week placebo-controlled period of the 3 controlled clinical 

trials, 1.3% (12/920) of patients treated with OTEZLA reported depression compared 

to 0.4% (2/506) treated with placebo. During the clinical trials, 0.1% (1/1308) of 

patients treated with OTEZLA discontinued treatment due to depression compared 

with none in placebo-treated patients (0/506). Depression was reported as serious in 

0.1% (1/1308) of patients exposed to OTEZLA, compared to none in placebo-treated 

patients (0/506). Instances of suicidal behavior have been observed in 0.1% (1/1308) 

of patients while receiving OTEZLA, compared to 0.2% (1/506) in placebo-treated 

patients. In the clinical trials, one patient treated with OTEZLA attempted suicide 

while one who received placebo committed suicide.

Weight Decrease: During the controlled period of the trials in psoriasis, weight 

decrease between 5%-10% of body weight occurred in 12% (96/784) of patients 

treated with OTEZLA compared to 5% (19/382) treated with placebo. Weight 

GHFUHDVH�RI������RI�ERG\�ZHLJKW�RFFXUUHG�LQ�������������RI�SDWLHQWV�WUHDWHG�ZLWK�

OTEZLA 30 mg twice daily compared to 1% (3/382) patients treated with placebo. 

Patients treated with OTEZLA should have their weight monitored regularly. If 

unexplained or clinically significant weight loss occurs, weight loss should be 

evaluated, and discontinuation of OTEZLA should be considered.

Drug Interactions: Co-administration of strong cytochrome P450 enzyme inducer, 

rifampin, resulted in a reduction of systemic exposure of apremilast, which may 

result in a loss of efficacy of OTEZLA. Therefore, the use of cytochrome P450 

enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine, phenytoin) with 

OTEZLA is not recommended [see Drug Interactions (7.1) and Clinical 

Pharmacology (12.3)].

ADVERSE REACTIONS
Clinical Trials Experience in Psoriasis: Because clinical trials are conducted 

under widely varying conditions, adverse reaction rates observed in the clinical trial 

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. Diarrhea, nausea, and 

upper respiratory tract infection were the most commonly reported adverse 

reactions. The most common adverse reactions leading to discontinuation for 

patients taking OTEZLA were nausea (1.6%), diarrhea (1.0%), and headache 

(0.8%). The proportion of patients with psoriasis who discontinued treatment due to 

any adverse reaction was 6.1% for patients treated with OTEZLA 30 mg twice daily 

and 4.1% for placebo-treated patients.

7DEOH����$GYHUVH�5HDFWLRQV�5HSRUWHG�LQ�����RI�3DWLHQWV�RQ�27(=/$�DQG�:LWK
Greater Frequency Than in Patients on Placebo; up to Day 112 (Week 16)

Preferred Term
Placebo 
(N=506) 

n (%)

OTEZLA 30 mg BID 
(N=920)

n (%)

Diarrhea 32 (6) 160 (17) 

Nausea 35 (7) 

(7)(7)

155 (17) 

((17)
Upper respiratory tract infection 31 (6)

(6)

84 (9)

Tension headache 21 (4) 

(4)

75 (8)

Headache 19 (4) 

((4)

55 (6)

Abdominal pain* 11 (2) 

(2)

39 (4)

Vomiting 8 (2) 35 (4)

Fatigue 9 (2) 29 (3)

Decrease appetite 5 (1) 26 (3)

Insomnia 4 (1) 21 (2)

Back pain 4 (1) 20 (2)

Migraine 5 (1) 19 (2)

Frequent bowel movements 1 (0) 17 (2)

Depression 2 (0) 12 (1)

Bronchitis 2 (0) 12 (1)

Tooth abscess 0 (0) 10 (1)

Folliculitis 0 (0) 9 (1)

Sinus headache 0 (0) 9 (1)

*Two subjects treated with OTEZLA experienced serious adverse reaction of 

abdominal pain.

Severe worsening of psoriasis (rebound) occurred in 0.3% (4/1184) patients 

following discontinuation of treatment with OTEZLA (apremilast).

DRUG INTERACTIONS
Strong CYP 450 Inducers: Apremilast exposure is decreased when OTEZLA is 

co-administered with strong CYP450 inducers (such as rifampin) and may result in 

loss of efficacy [see Warnings and Precautions (5.3) and Clinical Pharmacology 

(12.3)].

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C: OTEZLA should be used during pregnancy only 

if the potential benefit justifies the potential risk to the fetus. Pregnancy Exposure 

Registry: There is a pregnancy exposure registry that monitors pregnancy outcomes 

in women exposed to OTEZLA during pregnancy. Information about the registry can

be obtained by calling 1-877-311-8972. Nursing Mothers: It is not known whether 

OTEZLA or its metabolites are present in human milk. Because many drugs are 

present in human milk, caution should be exercised when OTEZLA is administered to 

a nursing woman. Pediatric use: The safety and effectiveness of OTEZLA in 

pediatric patients less than 18 years of age have not been established. Geriatric 
use: Of the 1257 patients who enrolled in two placebo-controlled psoriasis trials 

(PSOR 1 and PSOR 2), a total of 108 psoriasis patients were 65 years of age and 

older, including 9 patients who were 75 years of age and older. No overall differences 

were observeG�LQ�WKH�HIILFDF\�DQG�VDIHW\�LQ�HOGHUO\�SDWLHQWV�����\HDUV�RI�DJH�DQG�

younger adult patients <65 years of age in the clinical trials. Renal Impairment: 
Apremilast pharmacokinetics were characterized in subjects with mild, moderate, and 

severe renal impairment as defined by a creatinine clearance of 60-89, 30-59, and 

less than 30 mL per minute, respectively, by the Cockcroft–Gault equation. While no 

dose adjustment is needed in patients with mild or moderate renal impairment, the 

dose of OTEZLA should be reduced to 30 mg once daily in patients with severe renal 

impairment [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)]. 

Hepatic Impairment: Apremilast pharmacokinetics were characterized in patients with 

moderate (Child Pugh B) and severe (Child Pugh C) hepatic impairment. No dose 

adjustment is necessary in these patients.

OVERDOSAGE
In case of overdose, patients should seek immediate medical help. Patients 

should be managed by symptomatic and supportive care should there be an 

overdose.
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been found that they are about 20% less likely 
than non-Hispanics to perform a skin self-
examination.14Alarmingly, the prevalence of 
physician skin exams varied by patient lan-
guage abilities. One study surveyed 4,766 
individuals who identifi ed as Hispanic, and 
found that patients who mostly or only spoke 
Spanish were almost three times less likely 
to report ever having had a physician skin 
examination compared to Hispanic patients 
who mostly or only spoke English.15 This 
suggests that increasing the diversity of der-
matologists may increase skin cancer detec-
tion by making patients feel more comfort-
able communicating with a provider that 
speaks their language and knows their cul-
tural practices.16

HIDRADENITIS SUPPURATIVA

Hidradenitis Suppurativa (HS) is a chronic 
infl ammatory condition that aff ects up to 
4% of the American population17, and in sev-
eral studies in the United States has been 
found to be more common in African Ameri-
can and Hispanic female patients.18,19,20 This 
may be due to these two populations being 
more likely to be obese, have metabolic syn-
drome, and smoke cigarettes, all of which are 
risk factors for the development of HS.18 In a 
Dutch population, this disease was found to 
be associated with lower socioeconomic sta-
tus. 21 Low socioeconomic status makes it dif-
fi cult for families to buy fresh produce, and 
their neighborhoods may preclude them from 
exercising outside for safety reasons, thereby 
contributing to obesity and metabolic syn-
drome and ultimately dermatologic condi-
tions such as acanthosis nigricans and HS. 

Anatomic and genetic diff erences also play 
a role in the diff erences in HS across ethnic 
groups. A study in the early 1900s concluded 
that people of African heritage had three 
times the amount of apocrine glands as com-
pared to Caucasians, a fi nding that is strik-
ing and prompts further investigation. 18 22 
Few studies have looked at the genetic diff er-
ences in patients aff ected by HS, and no tri-
als to date have examined the effi  cacy of adal-
imumab, the gold standard FDA approved 
medication, across ethnic groups.  This is 
important because African American women 
have been found to be more likely to fail med-
ical treatment and undergo surgery for this 
disease.23 Patients that lack access to healthy 
foods and exercise are at increased risk for 
metabolic problems, and, ultimately, skin 
manifestations. It is the role of dermatolo-
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Skin condition
disparities compared
Atopic Dermatitis
PREVALENCE

} More prevalent in African American 
and Asian/ Pacifi c Islanders individu-
als than Caucasians.

DISPARITY

}Non-Hispanic blacks had 33% lower odds of keeping 
follow-up appointments for their AD, and those that did 
access medical care had more ambulatory visits and 
fi lled more prescriptions than non-Hispanic whites.

Melanoma
PREVALENCE

} 95% of cases are diagnosed in 
people with white or light skin9; the 
remaining 5% of cases in African 
Americans and Hispanics.

DISPARITY

} People of color tend to be diagnosed with the more 
invasive subtype of acral lentiginous melanoma;

} Hispanic population 20% less likely than non-Hispan-
ics to perform skin self-examination.

} 5-year survival rate in African Americans (72%) and 
Hispanics (81%) is much lower than that of Caucasians 
(90%).12

Hidradenitis Suppurativa
PREVALENCE

} Affects up to 4% of the American 
population17.

DISPARITY

} Found to be associated with lower socioeconomic sta-
tus. 21

} African American women have been found to be 
more likely to fail medical treatment and undergo sur-
gery for this disease.23

Melasma
PREVALENCE

} National and worldwide preva-
lence is unknown

} More common in populations of 
Hispanic, African, and Asian/ Pacif-
ic Islander descent.

} Pigmentation disorders overall are 
within the top 5 most common der-
matologic concerns. 24, 25, 26

DISPARITY

} Populations closer to the equator, or more trop-
ical conditions tend to have more risk factors for 
worsening melasma.

Vitiligo
PREVALENCE

} Affects about 1% of the population, 
incidence does not vary by skin color, 
and it affects men and women equal-
ly.32

DISPARITY

} Patients with darker skin types tend to fail conservative 
treatments and are more likely to need phototherapy, 
which can be more expensive and time consuming.35

} Patients with darker skin types (Middle Eastern, Carib-
bean and Indian heritage) perceive greater burden 
compared to lighter-skinned individuals. 36

} African Americans experience loss of racial identity.37

The overall stress associated with vitiligo was the same 
across ethnic groups in more recent works. 38
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gist to work alongside primary care provid-
ers to encourage lifestyle modifi cations, in 
addition to treating and researching the skin 
condition.

MELASMA

Melasma is a common condition of hyper-
pigmentation primarily occurring on the face 
and other sun exposed areas. The national 
and worldwide prevalence is unknown, how-
ever many studies have found that it is more 
common in populations of Hispanic, Afri-
can, and Asian/ Pacifi c Islander descent, and 
pigmentation disorders overall are within 
the top 5 most common dermatologic con-
cerns.24,25,26 Melasma is infl uenced by hor-
mones, and is more likely to arise or worsen 
in pregnancy and in women taking oral con-
traceptives. 27,28 Beyond encouraging all 
patients to use appropriate sun protection, 
treatment response varies by a patient’s skin 
type. Patients with darker skin are at higher 
risk for post-infl ammatory hyperpigmen-
tation after laser therapy, and further dys-
pigmentation and keloid formation follow-
ing deep peel treatments.26 In addition to 
patients’ concern about appearance, melasma 
greatly aff ects every day life, including social 
interactions, health and fi nancial concerns.29 
Patients with melasma have higher rates of 
anxiety and depression, and are more likely 
to take antidepressants than those without 
the condition.24 

Finally, the most prominent risk fac-
tor for melasma onset and exacerbation is 
sun exposure. One small cohort study look-
ing at Puerto Rican women found that in all 
cases, their mandibular melasma was exac-
erbated by sun exposure and lead to hyper-
pigmentation on histology.30 This fi nding 
suggests that populations closer to the equa-
tor, or more tropical conditions tend to have 
more risk factors for worsening melasma. 
Mahmoud and colleagues tested this con-
cept and found that both visible light (400-
700nm) and long- wavelength UVA1 (340-

400nm) caused more prominent pigmenta-
tion in volunteers with darker skin (Fitzpat-
rick IV-VI), than those with skin type II, 
suggesting that even broader-spectrum sun-
screens should be recommended, including 
those with iron oxide as a tint to help block 
visible light.  31 Sun protection, thus, seems 
every bit as important for patients with skin 
of color: in addition to increasing the risk of 
skin cancer, sun exposure also plays a critical 
a role in pigmentary disorders. 

VITILIGO

Whereas melasma represents the overpro-
duction of pigmentation, vitiligo presents as 
the opposite problem: no pigmentation at 
all. Vitiligo aff ects about 1% of the popula-
tion, incidence does not vary by skin color, 
and it aff ects men and women equally.32 The 
pathogenesis of vitiligo remains controver-
sial, however a common theory supports an 
autoimmune origin since many patients with 
vitiligo tend to be diagnosed with autoim-
mune diseases, especially those involving the 
thyroid.33 These factors add to the burden of 
disease, which has been studied in patients 
with vitiligo. A national study by American 
Academy of Dermatology was completed 
using 2013 claims data to examine the bur-
den of disease in various skin diseases. The 
medical costs for vitiligo were calculated at 
$49 million and lost productivity of $6 mil-
lion.34 Although this was on the lower end of 
the spectrum compared to the other skin dis-
eases studied, it still demonstrates the fi nan-
cial burden posed by this disease.  Patients 
with darker skin types tend to fail conserv-
ative treatments and are more likely to need 
phototherapy, which can be more expensive 
and time consuming.35

That being said, some may argue that the 
psychosocial burden of vitiligo is even more 
salient. Across ethnicities, patient vignettes 
on the eff ect of this disease show themes of 
low self-esteem, grief, and humiliation that 
aff ect every day life. There is not a consen-

sus on the eff ect of skin color on psychosocial 
burden from vitiligo. Several studies dem-
onstrate that patients with darker skin types 
(Middle Eastern, Caribbean and Indian her-
itage) perceived greater burden compared to 
lighter-skinned individuals,36 and another 
claimed that African Americans experience 
loss of racial identity,37 yet the overall stress 
associated with vitiligo was the same across 
ethnic groups in more recent works.38 The 
burden of disease in vitiligo is signifi cant 
across every group, and dermatologists need 
to keep psychosocial factors in mind when 
treating all patients with vitiligo.

UNITED COLORS OF DERMATOLOGY

There are important diff erences aff ecting 
people of color that need to be addressed and 
explored. Ideally, dermatologists will unite 
around their patients by continuing pub-
lic education on skin exams and skin protec-
tion in various languages, and working with 
primary care colleagues to enhance screen-
ing and referrals. Increasing diversity among 
practicing dermatologists may also help to 
combat these disparities. While patients may 
feel more comfortable and increasing diver-
sity in medicine will likely help, until that 
time, it is important to be aware of these dis-
parities and important diff erences. 

Any dermatologist can become more 
knowledgeable about these issues by join-
ing the Skin of Color society, whose mis-
sion to educate both providers and patients 
on issues related to the wellbeing of skin 
of color.39 There is also a need to increase 
diversity of enrollment in research trials, 
and make them more representative of the 
populations most aff ected by each condi-
tion in order to ultimately have evidence-
based treatment recommendations for each 
skin type. In the meantime, we hope to con-
tinue to explore these issues, and strive to 
improve outcomes for all.e
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“ There are important differences affecting people of color 

that need to be addressed and explored.”

Maria L. Espinosa, medical student at The University of Chicago Pritzker School of Medicine

and Peter A. Lio, M.D., Northwestern University Feinberg School of Medicine
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safely and effectively. See full prescribing information for ONEXTON Gel.

ONEXTON® (clindamycin phosphate and benzoyl peroxide) Gel, 1.2%/3.75%, for 
topical use

Initial U.S. Approval: 2000

CONTRAINDICATIONS
Hypersensitivity
ONEXTON Gel is contraindicated in those individuals who have shown hypersensitivity 
to clindamycin, benzoyl peroxide, any components of the formulation, or lincomycin. 
Anaphylaxis, as well as allergic reactions leading to hospitalization, has been reported in 
postmarketing use with ONEXTON Gel [see Adverse Reactions].
Colitis/Enteritis
ONEXTON Gel is contraindicated in patients with a history of regional enteritis, ulcerative 
colitis, or antibiotic-associated colitis [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS
Colitis
Systemic absorption of clindamycin has been demonstrated following topical use of 
clindamycin. Diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) 
have been reported with the use of topical and systemic clindamycin. If significant diarrhea 
occurs, ONEXTON Gel should be discontinued.
Severe colitis has occurred following oral and parenteral administration of clindamycin 
with an onset of up to several weeks following cessation of therapy. Antiperistaltic agents 
such as opiates and diphenoxylate with atropine may prolong and/or worsen severe colitis. 
Severe colitis may result in death.
Studies indicate toxin(s) produced by Clostridia is one primary cause of antibiotic-associated colitis. 
The colitis is usually characterized by severe persistent diarrhea and severe abdominal cramps and 
may be associated with the passage of blood and mucus. Stool cultures for Clostridium difficile and 
stool assay for C. difficile toxin may be helpful diagnostically.

Ultraviolet Light and Environmental Exposure
Minimize sun exposure (including use of tanning beds or sun lamps) following drug 
application [see Nonclinical Toxicology].

ADVERSE REACTIONS
The following adverse reaction is described in more detail in the Warnings and Precautions 
section of the label:
Colitis [see Warnings and Precautions].

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in clinical trials of a drug cannot be directly compared to rates observed in the clinical 
trials of another drug and may not reflect the rates observed in clinical practice.
These adverse reactions occurred in less than 0.5% of subjects treated with ONEXTON  
Gel: burning sensation (0.4%); contact dermatitis (0.4%); pruritus (0.4%); and rash (0.4%).
During the clinical trial, subjects were assessed for local cutaneous signs and symptoms of 
erythema, scaling, itching, burning and stinging. Most local skin reactions either were the 
same as baseline or increased and peaked around week 4 and were near or improved from 
baseline levels by week 12. The percentage of subjects that had symptoms present before 
treatment (at baseline), during treatment, and the percent with symptoms present at week 12 
are shown in Table 1.

Table 1: Local Skin Reactions - Percent of Subjects with Symptoms Present. Results 
from the Phase 3 Trial of ONEXTON Gel 1.2%/3.75% (N = 243)

Before Treatment
(Baseline)

Maximum During
 Treatment

End of Treatment
(Week 12)

Mild Mod.* Severe Mild Mod.* Severe Mild Mod.* Severe

Erythema 20 6 0 28 5 <1 15 2 0

Scaling 10 1 0 19 3 0 10 <1 0

Itching 14 3 <1 15 3 0 7 2 0

Burning 5 <1 <1 7 1 <1 3 <1 0

Stinging 5 <1 0 7 0 <1 3 0 <1

*Mod. = Moderate

Postmarketing Experience
Because postmarketing adverse reactions are reported voluntarily from a population of 
uncertain size, it is not always possible to reliably estimate their frequency or establish a 
causal relationship to drug exposure.
Anaphylaxis, as well as allergic reactions leading to hospitalizations, has been reported in 
postmarketing use of products containing clindamycin phosphate/benzoyl peroxide.

DRUG INTERACTIONS
Erythromycin
Avoid using ONEXTON Gel in combination with topical or oral erythromycin-containing 
products due to its clindamycin component. In vitro studies have shown antagonism 
between erythromycin and clindamycin. The clinical significance of this in vitro antagonism 
is not known.

Concomitant Topical Medications
Concomitant topical acne therapy should be used with caution since a possible cumulative 
irritancy effect may occur, especially with the use of peeling, desquamating, or abrasive 
agents. If irritancy or dermatitis occurs, reduce frequency of application or temporarily 
interrupt treatment and resume once the irritation subsides. Treatment should be 
discontinued if the irritation persists.

Neuromuscular Blocking Agents

Clindamycin has been shown to have neuromuscular blocking properties that may enhance 
the action of other neuromuscular blocking agents. ONEXTON Gel should be used with 
caution in patients receiving such agents.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Category C.
There are no adequate and well-controlled studies in pregnant women treated with 
ONEXTON Gel. ONEXTON Gel should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus.
Animal reproductive/developmental toxicity studies have not been conducted with 
ONEXTON Gel or benzoyl peroxide. Developmental toxicity studies of clindamycin performed 
in rats and mice using oral doses of up to 600 mg/kg/day (240 and 120 times amount of 
clindamycin in the highest recommended adult human dose based on mg/m2, respectively) 
or subcutaneous doses of up to 200 mg/kg/day (80 and 40 times the amount of 
clindamycin in the highest recommended adult human dose based on mg/m2, respectively) 
revealed no evidence of teratogenicity.

Nursing Mothers
It is not known whether clindamycin is excreted in human milk after topical application of 
ONEXTON Gel. However, orally and parenterally administered clindamycin has been reported 
to appear in breast milk. Because of the potential for serious adverse reactions in nursing 
infants, a decision should be made whether to use ONEXTON Gel while nursing, taking into 
account the importance of the drug to the mother. 

Pediatric Use
Safety and effectiveness of ONEXTON Gel in pediatric patients under the age of 12 have not 
been evaluated.

Geriatric Use
Clinical trials of ONEXTON Gel did not include sufficient numbers of subjects aged 65 and 
older to determine whether they respond differently from younger subjects.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity, mutagenicity and impairment of fertility testing of ONEXTON Gel have not 
been performed.
Benzoyl peroxide has been shown to be a tumor promoter and progression agent in 
a number of animal studies. Benzoyl peroxide in acetone at doses of 5 and 10 mg 
administered topically twice per week for 20 weeks induced skin tumors in transgenic 
Tg.AC mice. The clinical significance of this is unknown.
Carcinogenicity studies have been conducted with a gel formulation containing  
1% clindamycin and 5% benzoyl peroxide. In a 2-year dermal carcinogenicity study in mice, 
treatment with the gel formulation at doses of 900, 2700, and 15000 mg/kg/day (1.8, 5.4, and 
30 times amount of clindamycin and 2.4, 7.2, and 40 times amount of benzoyl peroxide in the 
highest recommended adult human dose of 2.5 g ONEXTON Gel based on mg/m2, respectively) 
did not cause any increase in tumors. However, topical treatment with a different gel formulation 
containing 1% clindamycin and 5% benzoyl peroxide at doses of 100, 500, and 2000 mg/kg/
day caused a dose-dependent increase in the incidence of keratoacanthoma at the treated 
skin site of male rats in a 2-year dermal carcinogenicity study in rats. In an oral (gavage) 
carcinogenicity study in rats, treatment with the gel formulation at doses of 300, 900 and 3000 
mg/kg/day (1.2, 3.6, and 12 times amount of clindamycin and 1.6, 4.8, and 16 times amount of 
benzoyl peroxide in the highest recommended adult human dose of 2.5 g ONEXTON Gel based 
on mg/m2, respectively) for up to 97 weeks did not cause any increase in tumors. In a 52-week 
dermal photocarcinogenicity study in hairless mice, (40 weeks of treatment followed by 12 
weeks of observation), the median time to onset of skin tumor formation decreased and the 
number of tumors per mouse increased relative to controls following chronic concurrent topical 
administration of the higher concentration benzoyl peroxide formulation (5000 and 10000 mg/
kg/day, 5 days/week) and exposure to ultraviolet radiation.
Clindamycin phosphate was not genotoxic in the human lymphocyte chromosome aberration 
assay. Benzoyl peroxide has been found to cause DNA strand breaks in a variety of mammalian 
cell types, to be mutagenic in S. typhimurium tests by some but not all investigators, and to 
cause sister chromatid exchanges in Chinese hamster ovary cells.
Fertility studies have not been performed with ONEXTON Gel or benzoyl peroxide, but 
fertility and mating ability have been studied with clindamycin. Fertility studies in rats 
treated orally with up to 300 mg/kg/day of clindamycin (approximately 120 times the 
amount of clindamycin in the highest recommended adult human dose of 2.5 g ONEXTON 
Gel, based on mg/m2) revealed no effects on fertility or mating ability.
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NEW THERAPEUTICS

Alongside technology advance-
ments, the future also holds 
new medications and thera-
pies, said Seemal Desai, M.D., 
president of the Skin of Color 

Society and president and medical director for 
Innovative Dermatology, PA, in Texas.

“There are a couple of things in develop-
ment that will be used for diseases we haven’t 
had FDA-approved treatments for,” he said. 
“It’s really new and exciting that these things 
are being done.”

JAK inhibitors: This class of drug, includ-
ing tofacitinib (Xeljanz, Pfi zer) and ruxolitinib 
(Jakafi , Incyte Corp.), is already used to treat 

rheumatoid arthritis, Dr. Desai said, but cur-
rent research is investigating its utility for treat-
ing vitiligo, alopecia areata, and psoriasis. Phase 
1 trials are also underway for additional JAK 
inhibitors. 

Gene & stem cell therapy: The National 
Institutes of Health is also beginning to invest 
more research funding into genetic and rare 
skin conditions with no existing treatments, 
he said.

WORKFLOW

The coming years are also likely to change 
how dermatologists manage their daily 
activities. 

Physician extenders: Physician assistants and 

nurse practitioners will likely provide more der-
matology care, Dr. Coldiron said, as aging der-
matologists retire and patient volumes continue 
to rise. He cautioned dermatologists to closely 
supervise these extenders and to have them 
provide care during follow-up visits for existing 
patients, never for an initial appointment.

Ultimately, he said, dermatology can look 
forward to many positive developments.

“It’s the most attractive specialty in all 
of medicine,” Dr. Coldiron said. “It’s been 
rewarding to watch dermatology develop 
treatments for things we once couldn’t help. 
And, there’s more promising areas like that 
on the way.”e

Dr. Desai

https://seer.cancer.gov/archive/csr/1975_2004/index.html
https://www.cabdirect.org/?target=%2fcabdirect%2fabstract%2f19272900338
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https://shibboleth2.uchicago.edu/idp/profile/SAML2/POST/SSO;jsessionid=140ylbl27u2n71cq4l09d4jchs?execution=e1s1
https://shibboleth2.uchicago.edu/idp/profile/SAML2/POST/SSO?execution=e2s1
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Options for foot dermatoses

D
ermatological conditions 
that lead to foot pain and 
discomfort do not neces-
sarily require costly and 

time-consuming prescription man-
agement. Instead, according to a new 
study, over-the-counter treatments can 
be a viable option for patients.

Some type of foot-related condition 
aff ects as much as 30% of the general 
U.S. population. According to a review 
study published recently in American 
Family Physician, “Common Foot 
Problems: Over-the-Counter Treat-
ments and Home Care,” patients can 
achieve some level of improvement and 
relief from plantar warts, corns and cal-
luses, tines pedis (Athlete’s foot), and 
onychomycosis (toenail fungus) with-
out expensive medications. 

The goal of the study, said Blair 
Becker, M.D., study author and pri-
mary care physician with Kaiser Per-
manente Washington Family Medicine 
Residency in Seattle, is to arm provid-
ers with a variety of treatment options 
patients can implement on their own 
with limited out-of-pocket expense or 
time spent in doctor’s appointments. 

“We’re trying to give providers 
more tools for when they see condi-
tions pop up that are more cost eff ec-
tive and also have some evidence 
behind them,” Becker said. “As phy-
sicians, we want to have confi dence in 
recommending things that will actu-
ally help our patients.”

The study addresses several condi-
tions commonly seen in both dermatol-
ogy and primary care offi  ces and out-
lines treatment options that have been 
tested in randomized, controlled trials.

“We want folks to be diagnosed cor-
rectly and to have guidance, so we’re 

not eliminating the physician from the 
situation,” he said. “But, it’s nice to be 
able to off er over-the-counter remedies 
because they’re so cost-eff ective.”

PLANTAR WARTS

Linked to the human papillomavirus, 
plantar warts occur most frequently 
in children. Approximately 20% of 
children ages 4 to 12 will experience a 
viral plantar wart. Roughly two-thirds 
of lesions will likely clear up on their 
own within two years of appearance, 
but how quickly it resolves depends on 
which virus strain is involved. 

Existing evidence points to several 

eff ective, inexpensive over-the-coun-
ter therapies, he said. Based on the 
results of one randomized, controlled 
trial, 90% of patients reach a cure using 
a variety of cryotherapy agents, includ-
ing liquid nitrogen, dimethyl ether, 
and propane. Results were the same 
among patients who treated their warts 
in two-, three-, or four-week intervals. 

In addition, salicylic acid and zinc 
oxide have also been shown to reduce 
the impact of plantar warts with simi-
lar effi  cacy to cryotherapy.

CORNS AND CALLUSES

Pressure and friction on the skin are 
responsible for corn and calluses. The 
most effective treatments for these 
hyperkeratotic conditions are ones that 
give the skin time to heal. Donut pads 
and metatarsal bars are commonly-
used solutions that can redirect pres-
sure away from a lesion, but existing 
evidence has revealed salicylic acid is 
also an eff ective over-the-counter tool 
in reducing their impact, Dr. Becker 
said. Applying salicylic acid softens 
them, and using salicylic acid plasters, 
over time, encourages the corn or cal-
lus to sluff  away.

TINEA PEDIS (ATHLETE’S FOOT)

As one of the most common dermato-
logic foot conditions, tinea pedis can 
appear in as many as 50% to 80% of 
patients, increasing the need for a read-

Effective treatment can be provided at minimal patient expense

WHITNEY J. PALMER | Staff  Correspondent

Foot discomfort does not 
necessarily require costly 

prescription management.

Patients can achieve relief 
from foot dermatoses with a 

variety of OTC options.

Review aims to identify mul-
tiple cost-effective solutions 
providers can offer patients.

Quick TAKES

FOOT CONTINUES ON PAGE 34�

30%
percentage of general 
U.S. population that 
has some type of foot-
related condition.

Plantar Warts
Liquid nitrogen, 
dimethyl ether, pro-
pane, salicylic acid 
and zinc oxide.

Corns & Calluses
Donut pads, metatarsal 
bars, and salicylic acid

Tinea Pedis (Athlete’s foot)

Miconazole, clotrimazole, tolnaf-
tate (Tinactin), and the fungicidal 
allylamine terbinafi ne (Lamisil); 
less effective: Undecylenic acid

Onychomycosis (toenail fungus)

Limited topical options, but patients have tried tea tree oil, 
topically-applied cough suppressants, coniferous resin, and 
sunfl ower oil; however there is no clinical evidence to sup-
port the effectiveness of these therapies.

 Over-the-counter  OPTIONS
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Tool to diagnose nail fungus

F
or the last several decades, global incidence rates 
of onychomycosis have risen, but there still is no 
method to quickly and accurately identify which 
organism causes infection.

As a chronic condition, onychomycosis lingers. Without 
treatment, it can spread and destroy the nail. According to 
a new study, attenuated total refl ectance Fourier transform 
infrared spectroscopy (ATR-FTIR) could be the fast, aff ord-
able, eff ective tool that improves diagnosis.

Based on the study published in the British Journal of 

Dermatology, the condition has been increasing in preva-
lence in relation to its most signifi cant risk factors, includ-
ing diabetes mellitus and occlusive footwear.1 This higher 
incidence makes more effi  cient identifi cation of the causes 
behind onychomycosis a priority, particularly because the 
condition can present similarly to other onychopathies, such 
as nail psoriasis. 

ATR-FTIR is showing promise in meeting this need, said 
study author Sander de Bruye, M.D., a microbiology, immu-
nology, and laboratory medicine researcher at Ghent Univer-
sity Hospital in Belgium. This study is the fi rst to show FTIR 
spectra diff erences between infected and uninfected nails.

“Recently, the fi eld of FTIR spectroscopy has expanded 
into new and exciting clinical applications due to signifi cant 
improvements in instrumentation and the development of 
new techniques,” Dr. de Bruye said. “In our opinion, infra-
red spectroscopy fi ts all the characteristics for the develop-
ment of a new tool to diagnose onychomycosis.”

ATR-FTIR is an absorptive method that uses radiation 
beams to analyze and identify biological samples. Each fun-
gal cell wall, mainly composed of glycoproteins and polysac-
charides, is well-suited for this type of classifi cation because 
each has a unique structure and biosynthesis. It can also rec-
ognize minor cell wall components that vary among fungi 
species.

This analysis surpasses current methods, including 
potassium hydroxide preparation, histopathological exam-
ination with periodic acid-Schiff  stain, culture, and polymer-
ase chain reaction (PCR) assays. These tactics are slower, 

more complex, lack sensitivity, provide false negatives, and 
they require trained personnel, the researchers reported.

By contrast, Dr. de Bruye said, infrared spectroscopy is 
fast, simple, non-destructive, and portable for in-fi eld work. 
It also requires a minimal level of expertise to conduct, and it 
has the relatively low set-up cost of the one-time expense for 
the ATR-FTIR spectrometer. 

To test ATR-FTIR effi  cacy, researchers created ex vivo 
and in vivo models. The ex vivo model included 158 distal 
fi ngernails and 159 toenails from 73 adults without suspected 
onychomycosis, and the in vivo model included distal toe-
nails from 19 patients with possible onychomycosis. Inves-
tigators watched ex vivo samples for growth over two weeks 
and in vivo samples for four weeks. Ex vivo nails were exam-
ined in tact, and in vivo samples were powdered to ensure 
homogeneity because macroscopic changes, including nail 
thickening or irregular surfaces, can augment spectral noise.

With the ex vivo nails, researchers conducted four clas-
sifi cation models, diff erentiating between uninfected and 
infected nails, various dermatophytes species causing infec-
tion, as well as nails infected with non-dermatophytes and 
yeasts. Using dendograms, they investigated whether ATR-
FTIR could be a more accessible diagnostic option. 

They analyzed the spectral diff erences of 32 fungal micro-
organisms, including 20 dermatophytes (1692-1606 and 
1044-1004 cm-1), 8 non-dermatophytes (973-937 cm-1), and 
4 yeasts (973-937 cm-1). Using ex vivo nails, results showed 
prominent diff erences from 1200-900 cm-1 with accurate 
classifi cation rates of dermatophytes, non-dermatophytes, 
and yeast of 91%, 97.7%, and 98.6%, respectively.

From the 19 nails in the in vivo model, 12 samples were pos-
itive for infection. Seven were identifi ed as T. rubrum, and two 
were identifi ed as Candida parapsilosis. Investigators found 
distinct spectral diff erences in the 1043-950 cm-1 region, as 
well as the 3000-2811 cm-1, and the 1676-1553 cm-1.

The ex vivo model revealed the carbohydrate region is the 
most effi  cient in pinpointing the discriminating features of 
a fungus and that FTIR spectroscopic examination of pol-

Rising incidence makes more effi cient ID of cause a priority

WHITNEY J. PALMER | Staff  Correspondent

Attenuated total 
refl ectance Fourier 
transform infrared 
spectroscopy may 
be effective tool to 

improve diagnosis.

To test ATR-FTIR effi cacy, 
researchers included 73 
adults without suspected 

onychomycosis in an ex vivo 
model and 19 patients with 
possible onychomycosis in 

an in vivo model

Researchers conducted 
four classifi cation models, 

differentiating several 
factors, including 

dermatophytes species 
causing infection.

Quick TAKES
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As physicians, we want to have confi dence 

in recommending things that will actually help our patients.” 

Blair Becker, M.D., Kaiser Permanente Washington Family Medicine Residency, Seattle
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“ We’re trying to give providers more tools for when 

they see conditions pop up that are more cost effective 

and also have some evidence behind them.”

Blair Becker, M.D., Kaiser Permanente Washington Family Medicine Residency, Seattle

} Foot dermatoses can be treated at minimal cost to patient FROM PAGE 30

} Onychomycosis may have a new diagnostic tool FROM PAGE 32

ily available, over-the-counter therapy, Dr. Becker 
said. 

According to published studies, patients have 
several over-the-counter treatments available to 
combat their symptoms. Overall, these options are 
fungistatic, including miconazole, clotrimazole, 
tolnaftate (Tinactin), and the fungicidal allylamine 
terbinafi ne (Lamisil). Data shows, he said, ally-
lamines are slightly more eff ective, have higher 
cure rates, and work faster than other medications. 

Previously used treatments, such as unde-
cylenic acid, is still available, but research indi-
cates it is less eff ective than newer products. 

ONYCHOMYCOSIS (TOENAIL FUNGUS)

Overall, onychomycosis appears in roughly 6% 
to 14% of the general population, but it occurs 
more frequently in individuals who also have tinea 
pedis. To date, any topical treatment — prescrip-
tion or over-the-counter — has produced limited 
results compared to oral prescription medicines, 
Dr. Becker said.

However, patients have tried creative solutions, 
he said, to uncertain results. For example, many 
patients have employed Tea tree oil, topically-
applied cough suppressants, coniferous resin, 
and sunfl ower oil with their toenail fungus. But, 
there is no clinical evidence to support the eff ec-
tiveness of these therapies. In addition, there is no 
data to support treating nail infections with the 
over-the-counter antifungal creams used to treat 
tinea pedis.

In many cases, though, patients opt to forego 
onychomycosis treatment, despite the discom-
fort it presents, because of the side eff ects, he said. 

“Onychomycosis is prevalent and diffi  cult to 
eradicate. And, in addition to being a cosmetic 
issue for a lot of people, it’s also uncomfortable as 
it gets in the nail, thickens it, and can change it’s 
shape,” Dr. Becker said. “Unfortunately, antifun-
gal pills are the only ones with good evidence of 
being helpful, and they can be hard on the liver 
and require many months of treatment with regu-
lar liver monitoring and testing.”

Consequently, he said, after conversations with 
their doctor, many patients decide against taking 
the medication.

The ultimate assumption, Dr. Becker said, is 
most primary care and dermatology provides want 
to give patients evidence-based, accessible solu-
tions that can eff ectively treat their foot conditions. 

“There are a lot of other treatments out there 
for these conditions. Our goal was to highlight 
solutions that people can use with direction from 
their primary care physician,” Dr. Becker said. 
“As primary care providers, we try to eliminate 
a patient’s expense and the hassle of their coming 
in to be seen as much as we can. We know their 
money and time are tight, and this is a way that we, 
as any type of provider, can help.” e

Reference:

Becker B, Childress A, Common Foot Problems: Over-the-Counter 
Treatments and Home Care, American Family Physician (2018).
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ysaccharide content could be a reliable method 
for detecting and diff erentiating which organism 
prompts onychomycosis. 

“These results show that FTIR spectroscopic 
examination of the polysaccharide content could 
be a reliable technique for the detection and diff er-
entiation of causative organisms of onychomyco-
sis,” Dr. de Bruye said.

In vivo model results confi rmed those fi ndings.
In addition to identifying spectral differ-

ences, Dr. de Bruye said, ATR-FTIR off ers sev-
eral clinical benefits. There is current debate 
about whether to conduct confirmatory test-
ing before launching treatment due to the cost 
and time-consuming nature of the testing. ATR-
FTIR could signifi cantly reduce delays in diag-

nosis and treatment, he said, because it does not 
require any reagents or extensive sample han-
dlings. The information gathered could also be 
used for providing a posteriori diagnostic anal-
ysis for other applications, including psoriasis 
and diabetes mellitus diagnoses. Diff erent bio-
chemical fi ngerprints of psoriatic and onycho-
mycotic nails could further enhance diagnostic 
tools, as well.

The researchers did caution, however, that while 
false-negative or false-positive are unlikely, ATR-
FTIR might also pick up spectral characteristics 
from contaminating bacteria, such as green nail syn-
drome. In those situations, a fungal culture might 
still be necessary for making a correct identifi cation 
and determining a proper treatment plan. 

Ultimately, Dr. de Bruye said, ATR-FTIR 
holds a great deal of promise for improving how 
dermatologists approach treating onychomycosis 
in patients. But, more work is required.

“Based on our fi ndings, it can be stated that 
ATR-FTIR spectroscopy could be a promising 
technique for the diagnosis of onychomycosis,” 
he said. “However, large-scale investigations on 
clinical onychomycosis diagnostics are necessary 
to determine and validate its defi nite position 
compared to currently employed techniques.” e

Reference: 

1.  Boelens J, De Bruye S, Delanghe J, Hayette MP, Speeckaert M, 
Speeckaert R, Infrared spectroscopy as a novel tool to diagnose ony-
chomycosis, British Journal of Dermatology (2018), doi: 10.1111/
bjd.17199.
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routine, according to Dr. Rosen. Topical steroids helped 
but didn’t clear her skin. And because the atopic dermati-
tis involved thin skinned areas of her face, neck and fossa, 
Dr. Rosen says long-term use of ultrapotent steroids like top-
ical clobetasol or halobetasol was not an option. Mild or mid-
potent steroids didn’t make much of an impact, and antihis-
tamines didn’t help at all.

“So we embarked on the next level of therapy: methotrex-
ate, which is sort of my fallback systemic drug. She didn’t tol-
erate methotrexate,” he says.

In fact, the patient had more than a fi ve-fold increase in her 
baseline liver function test.

“It’s somewhere between three and fi ve times that you start 
worrying about actually causing liver damage,” he says.

Next in line, Dr. Rosen tried cyclosporin, another go-to 
drug for moderate-to-severe adult atopic dermatitis. The 
patient had never been hypertensive but developed hyper-
tension on cyclosporin, with signifi cant systolic and dias-
tolic elevations.

“We stopped the cyclosporin, re-challenged and she 
developed hypertension again. So, click that one off ,” he says.

Dr. Rosen tried azathioprine (Imuran, Sebela Pharmaceu-
ticals). She didn’t tolerate that drug, either. The patient expe-
rienced gastrointestinal side eff ects, including nausea, vom-
iting and diarrhea to the point of dehydration.

“Then, not because I think it’s the best drug but because 
I’m running out of options, I gave her mycophenolate mofetil 
(CellCept, Genentech) and that did nothing, even after allow-
ing time for it to work,” he says.

She wasn’t a good candidate for phototherapy because of 
her fair skin and history with diagnoses of actinic keratosis, 
basal cell carcinoma and squamous cell carcinoma.

“While phototherapy might have been benefi cial for her 
atopic dermatitis, it was really contraindicated because of her 
background of nonmelanoma skin cancer. You don’t want to 

do phototherapy on someone with a long history of skin can-
cer,” Dr. Rosen says.

The drug that fi nally worked after all the others failed 
was dupilumab, (Dupixent, Sanofi ). The patient was able, 
with diffi  culty, to convince her insurance carrier to pay for 
the biologic—an IL 13 and IL 4 inhibitor that is approved 
by the U.S. Food and Drug Administration to treat atopic 
dermatitis.

The after photos are of the patient after receiving only 
three dupilumab doses, or a month of treatment, according 
to Dr. Rosen.

“It’s amazing,” Dr. Rosen says. “She said this is the best 
she had looked since age 11. She literally said you have given 
me my life back.”

A year into treatment with dupilumab (Dupixent, Sanofi  
and Regeneron Pharmaceuticals), the patient has only an 
occasional itch and remains for the most part clear. The only 
side eff ect has been eye irritation, which hasn’t reached the 
level of conjunctivitis or blepharitis, according to Dr. Rosen.

Dermatologists might face hurdles getting insurers to 
approve expensive biologics like dupilumab, he says, but it’s 
worth jumping those hurdles.

THE TAKEAWAY LESSON

“Here’s the message (besides you’ve given me my life back): 
don’t wait. Go to the most effi  cacious agent that’s appropri-
ate for patients as soon as it’s feasible,” Dr. Rosen says. “If 
there’s a patient objection to receiving a biologic drug, try and 
address it and skip ahead. I probably overdid trying diff erent 
things. I think it’s reasonable to try an agent like methotrex-
ate or cyclosporin and if that agent doesn’t work, plead your 
patient’s case to insurance carrier for a biologic.”

It’s an important lesson because dermatologists will have 
several such medicines from which to choose to treat atopic 
dermatitis in the coming years, according to Dr. Rosen. e

p A-B. A 61-year-old patient with severe atopic dermatitis. And, after receiving three treatments with dupilumab.   Photos: Ted Rosen, M.D.

} Lesson from a diffi cult-to-treat case of atopic dermatitis FROM PAGE 1

A patient with a history 
of allergic rhinitis, asthma 
and mild atopic dermati-
tis relocated to Houston, 

where the heat, humidity 
and pollution served to 

irritate her skin to the point 
that her ability to do even 

daily activities suffered.

A normal medication 
routine didn’t clear her skin; 
she didn’t tolerate next-level 

therapy or a series of 
escalating options.

A year into treatment with 
dupilumab, the patient 
remains mostly clear.
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Hemangioma distribution 
not random, study shows

T
he distribution of localized infantile hemangi-
omas of the face and scalp favor involvement of 
the midline face, scalp and ocular axis, shows 
a retrospective review published in the journal 

Pediatric Dermatology.
“Although previous studies have indicated that local-

ized hemangiomas may have a predilection for sites of 
fusion between embryologic subunits, including the fron-
tonasal, maxillary, and mandibular prominences, our 
study did not confirm this. Instead, the hemangiomas 
occurred most commonly along the ocular axis, which 
includes the region running horizontally across the eyes 
and the vertical midline facial axis, with higher densities 
on the nasal tip and perioral region of the face,” wrote 
the authors who were led by Anita N. Haggstrom, M.D., 
of Indiana University. The study was published online 
August 31, 2018.

Dr. Haggstrom tells Dermatology Times that many cli-
nicians who see large numbers of patients with infantile 
hemangiomas, have observed specifi c commonly aff ected 
sites. 

“Previous studies had suggested a predilection of local-
ized hemangiomas along the borders of facial developmen-
tal segments, and it was postulated that perhaps there were 
local areas of tissue hypoxia at these borders that stimulated 
hemangioma growth,” Dr. Haggstrom said. “However, our 
study did not confi rm these fi ndings, which was somewhat 
surprising. The strong predilection for the midline for scalp 
hemangiomas was likewise unexpected.”

The study concluded that the regions corresponding to the 
boundaries between the embryonic facial segments, including 
the maxillary and mandibular metameres, were no more prev-
alent in the distribution of infantile hemangiomas.

The results also diff er from a 2016 study in Pediatric 

Dermatology that evaluated the distribution of lip heman-
giomas, in which upper lip infantile hemangiomas were 
much more common than lower lip.

“Our study demonstrated a lower lip predilection,” 
Dr. Haggstrom says. “Conversely, midline hemangiomas 
of the head and neck are not rare and, in fact, are a com-
mon presentation that should not prompt more extensive 
workup, which may be reassuring to primary caregivers.”

THE STUDY

Researchers evaluated 4,153 local face and scalp infantile 
hemangiomas from 10 pediatric dermatology healthcare cent-
ers. The hemangiomas were mapped with heat-map software 
using standardized facial templates displaying frontal and lat-
eral views of the face and frontal, lateral, top and posterior 
views of the scalp.

Seventy-one percent of the hemangiomas were mapped to a 
frontal facial template, of which 73.8% occurred along the midline 
axis or perpendicularly across the ocular axis in a cross-shaped 
area of predilection intersecting at the glabella.

Scalp hemangiomas showed a predilection for the midline 
with 50.5% (149 of 295) observed on the top of the scalp at 
the midline.

Localized hemangiomas did not indicate a preferential 
laterality.

SIGNIFICANCE

“The study shows novel areas of predilection for infantile 
hemangiomas, which may eventually help guide our under-
standing of hemangioma pathogenesis,” Dr. Haggstrom said.

From a developmental prospective, it is unclear why 
infantile hemangiomas are more frequent at some anatomic 
sites, despite evidence that infants with these tumors have an 
increased number of circulating endothelial progenitor cells. 

The results of the current study beg more questions, Dr. 
Haggstrom said. “Why do these hemangiomas occur in these 
locations?” she says. “Are there tissue factors specifi c to these 
areas that lend just the right environment for hemangioma 
growth? Ultimately, we would like the study to contribute to 
our understanding of hemangioma development.”

Dr. Haggstrom and her associates are now looking more 
closely at other types of infantile hemangiomas and the pat-
terns in which they occur. 

“We are also trying to identify high-risk versus low-risk pat-
terns to help guide physician management,” she said. e
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MELANOMA 48 DIETARY FAT

Omega 6 shows modest but con-

sistent association with certain 

skin cancers.

49 CYTOKINE STORM

One in fi ve melanoma patients treated 

with BRAF/MEK inhibitors post immuno-

therapy develop a severe rash.

56 SCC TREATMENT TARGET

TRIM29 appears to regulate keratin 

distribution and migration/invastion 

of SCC.

Combined therapy shows 

promise in mouse model

C
ombining the antibody IgG2a(TA99) with 
the recombinant TA99-mTNF fusion pro-
tein improves the eff ectiveness of the antibody 
against melanoma in mice, a study published in 

The Journal of Investigative Dermatology has shown.1  
The murine TA99 antibody targets the cell membrane 

gp75 antigen which is selectively expressed in melanocytes 
and in melanoma cells, but is undetectable in all other nor-
mal tissues and, therefore, represents an ideal target for anti-
body-based pharmaceutical applications.

 “These findings may open new clinical applications 
for the management of melanoma patients, since the gp75 
antigen is conserved from mouse to man,” says researcher 
Dario Neri, Ph.D., Swiss Federal Institute of Technology, 
Switzerland.

Previous research has demonstrated that simultaneous 
intravenous administration of B16 melanoma cells and the 
gp75-specifi c TA99 antibody in murine IgG2a format could 
efficiently prevent formation of lung metastases in mice.2 
However, further studies found that IgG2a(TA99) could 
not eradicate melanoma lesions once the tumors had estab-
lished as small subcutaneous solid nodules.3,4,5 

The Swiss researchers set out to characterize the tumor-
homing properties and therapeutic activity of murine 
IgG2a(TA99) and investigate whether antibody-dependent 
cell cytotoxicity (ADCC) could be potentiated.

They found that the therapeutic activity of IgG2a(TA99) 
could be substantially enhanced by co-administration with 
an antibody cytokine fusion (TA99-mTNF), consisting of 
the TA99 antibody in scFv format fused to murine TNF. 
This fusion protein effi  ciently killed endothelial cells in vitro, 

while displaying only minimal activity against B16 melanoma 
cells.

In vivo, TA99-mTNF boosted the infl ux of natural killer 
(NK) cells and macrophages into B16 melanoma lesions.

“Therapy studies with two different administration 
schedules revealed that the combination of TA99-mTNF 
and IgG2a(TA99) was superior to the individual products 
used as single agents,” Dr. Neri says. “The combination treat-
ment converted most of the tumor mass into a necrotic lesion, 
but a vital tumor rim eventually regrew, even when dacar-
bazine was included in the therapeutic regimen.” 

There has been intense eff ort in potentiating the ADCC 
activity of antibodies by mutagenesis of the Fc portion or 
glycoengineering, and the use of antibody-cytokine fusions, 
capable of boosting the infl ux and activation of certain leu-
kocytes into the tumor cells mass, may represent a valuable 
complementary approach, he explains. “While two TNF 
fusions are currently being investigated in advanced clinical 
trials, we are not aware of on-going combination trials with 
IgG based therapeutics.”

In preclinical cancer models, the main activity of targeted 
TNF products appears to be associated with a rapid induc-
tion of hemorrhagic necrosis, and in patients similar eff ects on 
superfi cial melanoma lesions have been reported in isolated 
limb perfusion procedures both with recombinant TNF and 
with the L19-TNF fusion. 

Dr. Neri says: “ADCC remains an attractive and elegant 
avenue for exploiting the potential of the immune system, 
against target antigens of choice. Biocidal events are only 
manifested when the IgG molecule engages in a binding 
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These fi ndings may open new clinical applications for the management of 
melanoma patients.” Dario Neri, Ph.D., Swiss Federal Institute of Technology, Switzerland
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 
This Brief Summary does not include all the information needed to use ALTRENO safely and effectively. See full prescribing information 
for ALTRENO.

ALTRENO™ (tretinoin) lotion, for topical use 
Initial U.S. Approval: 1973

INDICATIONS AND USAGE

ALTRENO™ (tretinoin) lotion, 0.05% is indicated for the topical 
treatment of acne vulgaris in patients 9 years of age and older.

CONTRAINDICATIONS

None.

WARNINGS AND PRECAUTIONS

Skin Irritation 

Patients using ALTRENO may experience application site dryness, pain, 
erythema, irritation, and exfoliation. Depending upon the severity of 
these adverse reactions, instruct patients to use a moisturizer, reduce 
the frequency of the application of ALTRENO, or discontinue use. Avoid 
application of ALTRENO to eczematous or sunburned skin.

Ultraviolet Light and Environmental Exposure 

Minimize unprotected exposure to ultraviolet light including sunlight and 
sunlamps during the use of ALTRENO. Warn patients who normally 
experience high levels of sun exposure and those with inherent 
sensitivity to sun to exercise caution. Use sunscreen products and 
protective clothing over treated areas when sun exposure cannot  
be avoided.

Fish Allergies

ALTRENO contains soluble fish proteins. Use with caution in patients 
with known sensitivity or allergy to fish. Advise patients to contact their 
healthcare provider if they develop pruritus or urticaria.

ADVERSE REACTIONS

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. 

In 2 randomized, double-blind, vehicle-controlled trials, subjects age  
9 years and older applied ALTRENO or vehicle once daily for  
12 weeks. The majority of subjects were White (74%) and female 
(55%). Approximately 47% were Hispanic/Latino and 45% were 
younger than 18 years of age. Adverse reactions reported by ≥1% of 
subjects treated with ALTRENO and more frequently than vehicle are 
summarized in Table 1.

Table 1: Adverse Reactions Reported by ≥1% of Subjects 

Treated with ALTRENO and More Frequently than Vehicle

Adverse Reactions  
n (%)

ALTRENO 
N=767

Vehicle 
N=783

Application site dryness 29 (4) 1 (<1)

Application site pain1 25 (3) 3 (<1)

Application site erythema 12 (2) 1 (<1)

Application site irritation 7 (1) 1 (<1)

Application site exfoliation 6 (1) 3 (<1)

1Application site pain defined as application site stinging, burning or pain.

Skin irritation was evaluated by active assessment of erythema, scaling, 
hypopigmentation, hyperpigmentation, itching, burning and stinging. 
The percentage of subjects who were assessed to have these signs  
and symptoms at any post baseline visit are summarized in Table 2.

Table 2: Application Site Tolerability Reactions at Any Post 

Baseline Visit

ALTRENO 
N=760 

Mild/Mod/Severe

Vehicle 
N=782 

Mild/Mod/Severe

Erythema 51% 44%

Scaling 49% 30%

Hypopigmentation 12% 10%

Hyperpigmentation 35% 35%

Itching 35% 28%

Burning 30% 14%

Stinging 21% 8%

USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary

Available data from published observational studies of topical tretinoin 
in pregnant women have not established a drug-associated risk of 
major birth defects, miscarriage, or adverse maternal or fetal outcomes. 
There are no data on ALTRENO use in pregnant women. The systemic 
levels following topical administration are lower than with administration 
of oral tretinoin; however, absorption of this product may result in fetal 
exposure. There are reports of major birth defects similar to those seen 
in infants exposed to oral retinoids, but these case reports do not 
establish a pattern or association with tretinoin-related embryopathy 
(see Data). 

Animal reproduction studies have not been conducted with ALTRENO. 
Topical administration of tretinoin in a different formulation to pregnant 
rats during organogenesis was associated with malformations 
(craniofacial abnormalities [hydrocephaly], asymmetrical thyroids, 
variations in ossification, and increased supernumerary ribs) at doses 
up to 0.5 mg tretinoin/kg/day, approximately 2 times the maximum 
recommended human dose (MRHD) based on body surface area (BSA) 
comparison and assuming 100% absorption. Oral administration of 
tretinoin to pregnant cynomolgus monkeys during organogenesis was 
associated with malformations at 10 mg/kg/day (approximately 100 
times the MRHD based on BSA comparison and assuming 100% 
absorption) (see Data). 

The estimated background risk of major birth defects and miscarriage 
for the indicated population is unknown. All pregnancies have a 
background risk of major birth defects, loss, and other adverse 
outcomes. The background risk in the U.S. general population of major 
birth defects is 2 to 4% and of miscarriage is 15 to 20% of clinically 
recognized pregnancies.

Data

Human Data

While available studies cannot definitively establish the absence of risk, 
published data from multiple prospective controlled observational 
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studies on the use of topical tretinoin products during pregnancy have 
not identified an association with topical tretinoin and major birth 
defects or miscarriage. The available studies have methodologic 
limitations, including small sample size and in some cases, lack of 
physical exam by an expert in birth defects. There are published case 
reports of infants exposed to topical tretinoin during the first trimester 
that describe major birth defects similar to those seen in infants 
exposed to oral retinoids; however, no pattern of malformations has 
been identified and no causal association has been established in these 
cases. The significance of these spontaneous reports in terms of risk to 
the fetus is not known. 

Animal Data

Tretinoin in a 0.05% gel formulation was topically administered to 
pregnant rats during organogenesis at doses of 0.1, 0.3 and 1 g/kg/day 
(0.05, 0.15, 0.5 mg tretinoin/kg/day). Possible tretinoin malformations 
(craniofacial abnormalities [hydrocephaly], asymmetrical thyroids, 
variations in ossification, and increased supernumerary ribs) were 
observed at maternal doses of 0.5 mg tretinoin/kg/day (approximately 2 
times the MRHD based on BSA comparison and assuming 100% 
absorption). These findings were not observed in control animals. Other 
maternal and reproductive parameters in tretinoin-treated animals were 
not different from control. For purposes of comparison of the animal 
exposure to human exposure, the MRHD is defined as 4 g of ALTRENO 
applied daily to a 60-kg person.

Other topical tretinoin embryofetal development studies have generated 
equivocal results. There is evidence for malformations (shortened or 
kinked tail) after topical administration of tretinoin to pregnant Wistar 
rats during organogenesis at doses greater than 1 mg/kg/day 
(approximately 5 times the MRHD based on BSA comparison and 
assuming 100% absorption). Anomalies (humerus: short 13%, bent 6%, 
os parietal incompletely ossified 14%) have also been reported when 
10 mg/kg/day (approximately 50 times the MRHD based on BSA 
comparison and assuming 100% absorption) was topically applied to 
pregnant rats during organogenesis. Supernumerary ribs have been a 
consistent finding in rat fetuses when pregnant rats were treated 
topically or orally with retinoids.

Oral administration of tretinoin during organogenesis has been shown 
to induce malformations in rats, mice, rabbits, hamsters, and nonhuman 
primates. Fetal malformations were observed when tretinoin was orally 
administered to pregnant Wistar rats during organogenesis at doses 
greater than 1 mg/kg/day (approximately 5 times the MRHD based on 
BSA comparison). In the cynomolgus monkey, fetal malformations were 
reported when an oral dose of 10 mg/kg/day was administered to 
pregnant monkeys during organogenesis (approximately 100 times the 
MRHD based on BSA comparison). No fetal malformations were 
observed at an oral dose of 5 mg/kg/day (approximately 50 times the 
MRHD based on BSA comparison). Increased skeletal variations were 
observed at all doses in this study and dose-related increases in 
embryo lethality and abortion were reported in this study. Similar results 
have also been reported in pigtail macaques.

Oral tretinoin has been shown to be fetotoxic in rats when administered 
at doses 10 times the MRHD based on BSA comparison. Topical 
tretinoin has been shown to be fetotoxic in rabbits when administered 
at doses 4 times the MRHD based on BSA comparison.

Lactation

Risk Summary

There are no data on the presence of tretinoin or its metabolites in 
human milk, the effects on the breastfed infant, or the effects on milk 
production. It is not known whether topical administration of tretinoin 
could result in sufficient systemic absorption to produce detectable 
concentrations in human milk. The developmental and health benefits of 
breastfeeding should be considered along with the mother’s clinical 
need for ALTRENO and any potential adverse effects on the breastfed 
child from ALTRENO. 

Pediatric Use

Safety and effectiveness of ALTRENO for the topical treatment of acne 
vulgaris have been established in pediatric patients age 9 years to less 
than 17 years based on evidence from two multicenter, randomized, 
double-blind, parallel-group, vehicle-controlled, 12-week trials and an 
open-label pharmacokinetic study. A total of 318 pediatric subjects 
aged 9 to less than 17 years received ALTRENO in the clinical studies 
[see Clinical Pharmacology and Clinical Studies in full Prescribing 
Information].

The safety and effectiveness of ALTRENO in pediatric patients below the 
age of 9 years have not been established. 

Geriatric Use

Clinical trials of ALTRENO did not include any subjects age 65 years and 
older to determine whether they respond differently from younger subjects.

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year dermal mouse carcinogenicity study was conducted with 
topical administration of 0.005%, 0.025% and 0.05% of a tretinoin gel 
formulation. Although no drug-related tumors were observed in 
surviving animals, the irritating nature of the drug product precluded 
daily dosing, confounding data interpretation and reducing the biological 
significance of these results.

Studies in hairless albino mice with a different formulation suggest that 
concurrent exposure to tretinoin may enhance the tumorigenic potential 
of carcinogenic doses of UVB and UVA light from a solar simulator. This 
effect was confirmed in a later study in pigmented mice, and dark 
pigmentation did not overcome the enhancement of photocarcinogenesis 
by 0.05% tretinoin. Although the significance of these studies to humans 
is not clear, patients should minimize exposure to sunlight or artificial 
ultraviolet irradiation sources.

The genotoxic potential of tretinoin was evaluated in an in vitro bacterial 
reversion test, an in vitro chromosomal aberration assay in human 
lymphocytes and an in vivo rat micronucleus assay. All tests  
were negative.

In dermal fertility studies of another tretinoin formulation in rats, slight 
(not statistically significant) decreases in sperm count and motility were 
seen at 0.5 mg/kg/day (approximately 2 times the MRHD based on BSA 
comparison and assuming 100% absorption), and slight (not statistically 
significant) increases in the number and percent of nonviable embryos 
in females treated with 0.25 mg/kg/day and above (approximately the 
MRHD based on BSA comparison and assuming 100% absorption) 
were observed.

PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling  
(Patient Information).
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Fat intake linked 
to skin cancer risk

T
he association between dietary fat intake and 
the development of certain types of cancers 
including colorectal, breast, and prostate has 
been well established. The results of a recent 

study1 investigating the association between dietary fat 
intake and the development of skin cancers were mixed 
but found polyunsaturated fat intake especially omega-6 
fat to be modestly and consistently associated with skin 
cancer risk. 

“As there have been few epidemiologic studies of fat 
intake and skin cancer, our fi ndings on specifi c types of 
fat intake and skin cancer need to be replicated in other 
populations before we advise patients based on their fat 
intake. Until we get more data from other populations, 
people should follow well-established prevention guide-
lines for skin cancer such as reducing sun exposure,” said 
Eunyoung Cho, M.D., department of dermatology, War-
ren Alpert Medical School of Brown University, Provi-
dence, RI. 

In the prospective study, Dr. Cho and fellow research-
ers investigated the potential association between dietary 
fat intake and the risk of skin cancer including cutaneous 
malignant melanoma, squamous cell carcinoma (SCC), 
and basal cell carcinoma (BCC) evaluating the combined 
data from the Nurses’ Health Study (NHS 1984-2012) 
and the Health Professionals Follow-up Study (HPFS 
1986-2012), two prospective studies in which the dietary 
information regarding the consumption of total and types 
of fat including saturated, monounsaturated, polyunsatu-
rated, omega-6, and omega-3 fat and cholesterol was regu-
larly assessed and recorded approximately every 4 years. 
Incident cases were identifi ed by self-report.

A total of 794 melanoma, 2,223 SCC, and 17,556 BCC 
cases, and 736 melanoma, 1,756 SCC, and 13,092 BCC 

cases were found in the NHS and HPFS studies, respec-
tively. No association between total fat intake and risk of 
skin cancer was identifi ed in the two prospective studies. 
Data showed that the risk for developing SCC and BCC 
was associated with a higher intake of polyunsaturated 
fats. While the risks of SCC, BCC, and melanoma were 
associated with a higher omega-6 fat intake, omega-3 die-
tary fat intake was found to be associated with risk of BCC 
but not with SCC or melanoma. No other fats were associ-
ated with melanoma risk. Interestingly, higher cholesterol 
and monounsaturated fat intake was associated with lower 
risk or SCC and BCC, respectively. The associations on 
the whole were also found to be similar in women and men 
and by other skin cancer risk factors.

Animal studies2,3 have shown the tumor promoting 
eff ects of omega-6 fat on UVR-induced carcinogenesis. 
According to Dr. Cho, one theoretical biological mecha-
nism is that omega-6 fat intake may increase pro-infl am-
matory and immunosuppressive prostaglandin E syn-
thase type 2 levels, which is associated with aggressive 
growth patterns of non-melanoma skin cancer (NMSC).

“Our study suggests potential eff ect of diet on skin can-
cer development, which needs to be further explored in 
other populations. Avoiding sun exposure is still the best 
strategy to prevent skin cancer,” Dr. Cho said. e

Disclosures: Dr. Cho reports no relevant disclosures.
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Skin rash post target therapy 
may be ‘cytokine storm’

A
round one in five melanoma patients treated with 
BRAF/MEK inhibitors after previous immunother-
apy present with a severe skin rash (grade ≥ 3), which 
may be complicated by systemic involvement and 

organ damage.1

It has been previously suggested that those with kidney, liver, and 
heart involvement experience a systemic reaction—drug rash with 
eosinophilia and systemic symptoms (DRESS1)— but now research-
ers writing in a letter to the journal Melanoma Research have pro-
posed that patients experience a “cytokine storm” and that their 
symptoms are actually due to cytokine release syndrome (CRS).2

The research group has previously reported four cases of 
cytokine release syndrome (CRS) following the use of BRAF/
MEK inhibitors after immune checkpoint blockade with severe 
(grade ≥3) skin and systemic involvement.3,4 The pattern of the 
symptoms—pyrexia and maculopapular rash, and also transam-
initis (an uncommon event during treatment with BRAF/MEK 
inhibitors)—fulfi lls the diagnosis of a cytokine release syndrome, 
says one of the researchers Reinhard Dummer, M.D., Univer-
sity Hospital of Zurich, Switzerland. “The documented, high 
circulating cytokine levels, including interleukin-6 (IL-6), tumor 
necrosis factor-α, and interferon-γ, further confi rm our hypoth-
esis,” he said. 

Such episodes have also been reported in the preliminary fi nd-
ings of a phase three clinical trial with dabrafenib, trametinib, and 
an anti-PD1 antibody.5

Dr. Dummer points out that these cases are distinguished from 
a hypersensitivity syndrome to the kinase inhibitors (DRESS) as 
they lack of frequently observed eosinophilia, other blood abnor-
malities, reactivation of human herpes virus, or lymphadenopa-
thy do not support the diagnosis. The short onset of symptoms 
after treatment initiation (around 10 days) and the tolerance of the 
identical medication after reinduction are also typical for a sys-
temic infl ammatory reaction and untypical for DRESS, he adds. 

“We attribute this systemic reaction to an aberrant release of 
proinfl ammatory cytokines, mainly accompanied by symptoms 
such as pyrexia, transaminitis, renal insuffi  ciency, and maculo-
papular skin rash,” he says.

The high level of immune activation in the context of simulta-
neous inhibition of checkpoint and MAPK pathway inhibition 
means a ‘cytokine storm’ is a possible mechanism for CRS. Dr. 
Dummer suggests. “Oncogenic drivers in the immune system 
leads to a T-cell activation and consecutive release of cytokines, 
such as tumor necrosis factor-α and interferon-γ, with further 

activation of innate immune cells and production of numerous 
cytokines, among all also IL-6, which importantly causes a pos-
itive feedback loop, leading to a ‘cytokine storm. However, clin-
ical and preclinical data propose that MAPK pathway inhibi-
tion may enhance T-cell activation through an increase of pro-
infl ammatory cytokines and cytotoxic factors. These changes 
to the tumor microenvironment would be expected to increase 
effi  cacy by making tumors more susceptible to immunotherapy.”

The management and treatment of the CRS can be very chal-
lenging. “We advise the practitioners to measure the cytokine lev-
els and use cytokine antagonists as potential therapeutic candi-
dates in cases refractory to steroids,” Dr. Dummer says. e
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Melanoma patients treated with BRAF/MEK

inhibitors after immunotherapy develop

a severe skin rash which can worsen with

systemic involvement and organ damage.1  

1 in 5



TRIM29: New target 
in SCC treatment?

T
he tripartite motif-contain-
ing protein 29 (TRIM29)–
keratin axis could become a 
potential new drug target in 

the treatment of squamous cell carcinoma 
(SCC), according to a recent study pub-
lished in Cancer Research.

“Our fi ndings reveal a critical function 
of TRIM29 in regulating keratin distri-
bution as well as migration/invasion of 
SCC,” wrote the authors, led by Teruki 
Yanagi, MD, PhD, a faculty member in 
the Department of Dermatology at Hok-
kaido University in Japan.

TRIM family proteins function in 
various ways during cellular processes, 
including intracellular signaling, cell 
development, protein quality control, 
apoptosis, and carcinogenesis. A member 
of the TRIM family of proteins, TRIM29 
has been linked to breast, colorectal, and 
pancreatic cancers.

A recent survey of TRIM29 in a range 
of cancers suggested that upregulated 
TRIM29 expression predicted poor 
prognosis in patients with malignant neo-
plasms. However, its role in SCC is cur-

rently unknown. Searches of public data-
bases revealed that TRIM29 is highly 
expressed in stratifi ed epithelial tissues 
found at the level of the head and neck.

In the current study, Yanagi et al ana-
lyzed TRIM29 expression in cutane-
ous head and neck squamous cell carci-
nomas (SCC), as well as its tumorigenic 
roles.

The researchers observed that 
TRIM29 expression was lower in malig-
nant SCC lesions compared with adja-
cent normal epithelial tissue or benign 
tumors. This decreased TRIM29 
expression correlated with higher SCC 
invasiveness.

Primary tumors of cutaneous SCC 
demonstrated aberrant hypermethyla-
tion of the CpG lesion of TRIM29. In a 
related fi nding, TRIM29 expression in 
these tumors was also associated with 
the altered keratin expression and distri-
bution. The team also found that deplet-
ing TRIM29 heightened the migration 
of cancer cells, whereas TRIM29 over-
expression subdued this migration.

Utilizing non-biased comprehen-

sive proteomics and immunoprecipi-
tation analyses, Yanagi et al identified 
keratins and the keratin-interacting pro-
tein FAM83H as TRIM29 interactors. 
Finally, the investigators discovered that 
the RNAi-mediated gene-knockdown of 
TRIM29 led to ectopic keratin localiza-
tion of keratinocytes.

“We revealed an unrecognized role 
of TRIM29 in the cell migration/inva-
sion of cutaneous and head/neck SCC 
tumors,” the authors concluded. “The 
present results suggest that TRIM29 
could be a novel diagnostic/prognostic 
marker in stratified epithelial tumors. 
Also, the TRIM29-keratin axis may be 
a novel therapeutic target in intractable/
metastatic SCCs.”

In an interview with Cancer Network, 
dermatologist Jerry D. Brewer, MD, MS, 
a dermatologist and professor of derma-
tology at the Mayo Clinic, considered the 
potential implications of the study. “This 
is an interesting study, the findings of 
which may spur further research or even 
drive treatment strategies in the future for 
cutaneous SCC.” e

NAVEED SALEH, MD, MS | Cancer Network

TRIM29 appears to 
regulate keratin dis-

tribution and SCC 
migration/invastion.

TRIM29 has been 
linked to breast, 

colorectal and pan-
creatic cancers.

Survey sug-
gests upregulat-

ed TRIM29 expres-
sion predicted 

poor prognosis in 
patients with malig-

nant neoplasms.

TRIM29 is highly 
expressed in strati-
fi ed head and neck 

epithelial tissues.
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interaction with a suitable marker on the surface 
of target cells.”

While ADCC applications have not been very 
successful for the treatment of disseminated solid 
tumors, the successful application of trastuzumab 
for the adjuvant treatment of patients with breast 
cancer is due, at least in part, to ADCC mecha-
nisms, he points out, and ADCC may even play 
a role in the growing fi eld of immune check-point 
inhibitors.

“Gp75, the target of the TA99 antibody, is 
one of the ‘cleanest’ tumor-associated antigens 
described so far, being only expressed in mel-
anocytes and in melanoma lesions,” he says. “We 

believe that molecular strategies directed against 
the gp75 antigen may be ideally suited, in order 
to investigate whether ADCC approaches can be 
effi  cient for the management of disseminated solid 
tumors. 

“Based on the results of our study, a fully-
human IgG1 product, specific to gp75, may 
deserve industrial and clinical development, 
especially if used in combination with antibody-
cytokine products.” e
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O
ne of the most exciting things about greet-
ing the New Year is the anticipation of what’s 
next for the aesthetic industry. Therefore, 
we asked several aesthetic doctors to off er 

their perspective on trends that could 
impact aesthetic physicians and their 
patients in 2019. Here’s what each had 
to say.

SOCIAL INFLUENCERS RALLY

“Increasingly decisions about appearance, cosmetic pro-
cedures and skincare, etc., are being aff ected by social 
media inf luencers,” according to Mary Lynn Moran, 
M.D., president-elect of the American Academy of Facial, 
Plastic and Reconstructive Surgery (AAFPRS).

While the Hiltons and Kardashians are among the orig-
inal social media infl uencers, just about anybody who has 
a signifi cant following on Instagram, Facebook or other 
social media platforms can infl uence. Those with a large 
following are sometimes getting paid to promote anything 
from what kind of grapes they eat to what filler they’re 
using, Dr. Moran says.

“Everything is documented and sometimes monetized,” 
she says.

Some aesthetic physicians are positioning themselves 
as social infl uencers by posting procedures, results and 
even personal pictures. They’re also partnering with infl u-
encers and sometimes off ering treatments in exchange for 
the infl uencers’ social media exposure. Infl uencers don’t 
always disclose if they’re getting what they promote for free 
or at a reduced rate. The information is being presented in a 

very compelling and relatable way but patients aren’t always 
in a position to determine the accuracy or bias of the infor-
mation presented.

On the positive side, by posting procedures and pro-
moting cosmetic procedures, social infl uencers are reduc-
ing fear associated with cosmetic treatments.

“It’s making treatments seem more accessible and nor-
malizing it. On the one hand, it’s good because people are 
being educated — albeit in a way that’s sponsored in some 
cases,” she says. “I would say that’s probably lowering the 
threshold for younger people — as well as for men — to have 
procedures done.”

Dr. Moran says she believes the trend will continue to 
grow.

COMEBACK PROCEDURES

Dr. Moran says the surgical lip lift is getting new life 
among aesthetic patients.

“People are becoming a little disenchanted with fi ll-
ers, and they don’t always work the way you want them 
to,” she says.

The desire for a more permanent solution is propelling 
the popularity of the outpatient surgical lip lift, according 
to Dr. Moran.

And thread lifting, which came and went a few dec-
ades ago, is back because the technology is more refi ned, 
she says.

NEW TAKE ON INJECTABLES

“There are defi nitely going to be some longer lasting neu-
rotoxins,” Dr. Moran says.
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Some aesthetic physicians are...partnering with infl uencers and sometimes 
offering treatments in exchange for the infl uencers’ social media exposure.
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breast augmentation, but Dr. Sobel admits patient demand for these proce-
dures seems unfl appable. He thinks the spotlight on safety might help edu-
cate the public about potential dangers of going to inexperienced or unqual-
ifi ed providers for cosmetic treatments.

“I hope the fallout is something very positive where the public and physi-
cians have very open discussions about facility accreditation and the sorts of 
environments of care in which these procedures are taking place,” he says.

BIOLOGICALLY ACTIVE FILLERS

Today’s burgeoning array of synthetic fi llers have their places in facial 
rejuvenation. What they don’t do well is biologically improve skin or tis-
sue for long-term results. That’s where biologic products come in, and 
2019 could be the year those injectables become available, Dr. Sobel says.

“The infl ammation that’s created by fi llers does help, but you’re not 
really donating stem cells or any other biologically competent body prod-
ucts that can help in the long-term from an antiaging standpoint,” he says. 
“Allergan has gotten interested in fat grafting recently but has been very 

quiet about it. My hope is that we’ll start seeing more conversation about 
the role of biologically active fi llers, particularly fat grafts to the face, plate-
let rich plasma, a variety of other human derived products that could be tre-
mendously helpful in the antiaging armamentarium.”

HAIR RESTORATION REVIVAL

Dr. Sobel thinks demand for hair restoration will increase like a tidal 
wave over the next few years.

“Devices like the NeoGraft and others are making hair transplantation 
much more economical and eff ective, with a lower side eff ects profi le. If 
you do all three of those things simultaneously, you can’t help but have a 
big uptick in the volume of patients treated,” he says.

LESS LASER RISK

There’s always something new in the laser and light device market, but the 
industry has yet to get a real handle on pigmentary disorders and under-
standing how laser and light therapy can exacerbate them, Dr. Sobel says.
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TRENDING in cosmeceuticals for 2019: prod-

ucts that are organic and microbiome friendly, 

according to dermatologist Zoe Diana Draelos, 

M.D., who practices in High Point, N.C., and found-

ed dermatology Consulting Services, a compa-

ny that works with cosmeceutical fi rms to develop 

formulations and conduct product testing.

ORGANIC, PLEASE Consumers want more 

than organic food; they want organic skincare, 

including “natural” ingredients that are sustain-

able and plant-based, as well as products free 

of petroleum distillates, including petroleum jelly 

and mineral oil, according to Dr. Draelos. 

Next to product claims, such as hypoaller-

genic, noncomedogenic and non-acnegenic, 

companies are adding organic, natural and 

sustainable, she says.

But the reality is that claiming a product is 

natural could mean it contains anything found 

on the earth. Many consumers’ expectation 

is that natural ingredients are plant-derived, 

according to Dr. Draelos. 

“‘Bad’ ingredients are silicone, because 

while it comes from sand it’s not naturally avail-

able and has to be made, and petroleum distil-

lates, because crude oil comes from the ground 

but has to be distilled in order to get the various 

fragments,” Dr. Draelos says. “People are elimi-

nating these supposed bad ingredients  and try-

ing to fi nd similar plant-based substances.”

FOCUSING ON THE MICROBIOME The trend in 

2019 is to develop skincare products that don’t 

damage the microbiome, according to Dr. 

Draelos. 

“You’re going to see a lot of cosmetic prod-

ucts and cosmeceuticals stating that they’re 

microbiome friendly. That’s an interesting twist 

because no one was ever previously concerned 

about preserving the bacteria on the skin’s sur-

face,” she says.

The concept is to choose a preservative that 

would be in a concentration low enough to 

kill bacteria without theoretically affecting the 

microbiome. 

Manufacturers also are looking at ways of 

enhancing and normalizing the microbiome, 

while pushing out disease-causing organisms. 

“For example in acne, there are many differ-

ent strains of Propionibacterium acne. Some are 

more pathogenic; some are less pathogenic. 

But the idea would be to put a product on your 

face that would allow bacteria, such as lacto-

bacillus, to populate the face, crowding out the 

Propionibacterium acne thus allowing acne to 

get better,” she says.

The two diseases that are most interesting in 

this space are atopic dermatitis, because the 

aim is to push out Staphylococcus aureus, and 

acne, where the products would try to push out 

pathogenic strains of Propionibacterium acne. 

“It would be like putting a yogurt type solu-

tion on your face to try and repopulate your face 

or your body (in the case of atopic dermatitis) 

with nonpathogenic bacteria--getting rid of the 

pathogenic bacteria not by destroying them, 

like you would with an antibiotic, but by crowd-

ing them out because every bacterium has to 

have a piece of skin to live on,” Dr. Draelos says. 

“The idea is to colonize your skin with non-dis-

ease-causing organisms and to crowd out the 

bacteria that cause disease--basically starve 

them out, because there’s no real estate on the 

skin’s surface on which they can grow.” e

By LISETTE HILTON

Dr. Zoe Diana Draelos
Dr. Draelos is a consulting 

professor of dermatology,Duke 

University School of Medicine, 

Durham, N.C.
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“I’d like to see more safety,” he says. “Laser light is sexy. It’s what patients 
want.”

Dr. Sobel says the solution is a treatment paradigm in which physicians 
use the devices more sensibly by educating patients about the risk of hyper-
pigmentation from treatment and putting patients who are at risk on topical 
skin medications, like hydroquinone, to reduce that risk and enhance results.

COMPETITION AND VALUE FOR THE CORE INJECTOR

With the likely addition of one or two new neurotoxins, there will be 
more competition in an already crowded provider marketplace, accord-
ing to Joel Schlessinger, M.D., a dermatologist and cosmetic surgeon 
practicing in Omaha, Neb.

“This will provide more options for dermatologists 
and cosmetic surgeons to provide for their patients. And 
it will further cement the importance of relationships 
between companies and dermatologists and cosmetic 
surgeons,” he says.

Dr. Schlessinger says increasing outreach to “non-
qualifi ed practitioners” to get sales is putting signifi cant strain on physi-
cians’ relationships with these companies.

“You see many people who are touted as adequate or approved injectors 
and this alone could be a reason to switch to a new company that might pro-
vide a better value for the core injector (dermatologist, plastic surgeon, ocu-
loplastic and facial plastic),” Dr. Schlessinger says.

CELLULITE OPTIONS GO MAINSTREAM

Dr. Schlessinger says Cellfi na (Ulthera) is his number one pick for treat-
ing cellulite.

“But I still feel the public has no clue that cellulite is essentially a prob-
lem that is treatable,” he says. “Clearly there are areas where Cellfi na can’t 
be used — the banana roll area and more severe cases of cellulite — but it 
truly is something that has made a huge diff erence in many people’s lives 
and has long-term if not extraordinarily long-term results.”

Dr. Schlessinger says he thinks new cellulite treatments in 2019 could 
help push these options to the mainstream.

AT-HOME DEVICE DEMAND

Dr. Schlessinger says the DermaFlash 2.0 (DDK DRTV), which is the 
next generation of the popular DermaFlash at-home device that exfoli-
ates and gets rid of peach fuzz, should be a big seller in 2019.

Soon, the company plans to introduce a similar technology using radio-
frequency for medical practices, which can be used alone or in conjunction 
with the at-home DermaFlash 2.0, according to Dr. Schlessinger.

He’s also excited about the new at-home NuBody device (NuFace). It’s 
an FDA-cleared microcurrent device that helps tone and fi rm body skin. 
NuBody has a potential eff ect on the appearance of cellulite, according to 
Dr. Schlessinger.

“These devices seem to capture the public’s imagination,” he says.

PATIENT EXPECTATIONS

The public’s increasing reliance on social media images continues to cre-
ate illusions about what can actually be achieved. And they often turn to 
nonsurgical options to when, in certain cases, that may not be the right 
choice, says Philip R. Langsdon, M.D., president of the American Acad-
emy of Facial Plastic and Reconstructive Surgery (AAFPRS).

“With that trend, there are more people who undergo nonsurgical treat-
ments and only later discover that fi llers cannot actually provide the same 
results that can be obtained with a facelift. You can’t lift sagging tissue by 
using fi llers or various machines,” Dr. Langsdon says. 

“So, the public is becoming more aware. For instance, they’re begin-
ning to understand that if you have sagging tissue, you’re going to have to 

have surgery. If your face is defl ating, you’re going to need 
some volume from somewhere, whether it comes from off -
the-shelf fi llers or fat. And they’re learning that the wrin-
kles aren’t going to go away with any of these treatments, 
you’re going to need some sort of resurfacing procedure, 
such as a laser or chemical peel. To make it even more 

complicated, there are various kinds of lasers and peels that provide dif-
ferent results.”

YOUNG PATIENT EXPECTATIONS

There is increasing demand among younger patients for light chemical 
peels, laser and light treatments and fi ller and neuromodulator injec-
tions. More young patients, according to Dr. Langsdon, also are coming 
in for surgical rhinoplasty. Aesthetic surgeons should be sure to set real-
istic expectations because many young rhinoplasty patients have unre-
alistic expectations.

PATIENT REVIEW CONCERNS

“I think there is a growing concern among providers about patient 
responses and ratings,” says Dr. Langsdon.

While he says that he doesn’t know how the problem might resolve in 
2019 and beyond, Dr. Langsdon says there are no safeguards that help to 
ensure the reviews are credible and refl ect reality. And they can unfairly tar-
nish doctors’ reputations. e

Disclosures: Dr. Schlessinger founded and owns the online skincare marketplace 
LovelySkin.com. Drs. Moran, Sobel and Langsdon report no relevant disclosures.

Dr. LangsdonDr. Schlessinger

“...I feel like the public has no clue that cellulite is 

essentially a problem that is treatable.”

Joel Schlessinger, M.D., a dermatologist and cosmetic surgeon practicing in Omaha, Neb.
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Aesthetic medicine: 
Marketing by generation

G
enerations of people tend to share characteristics that 
aesthetic practices can harness to better target their 
marketing eff orts. From social media to billboards 
to, yes, even television, the right mix can optimize 

marketing to today’s generations:
  Traditionalists, also known as the silent generation, born 
between 1922 and 1945
  Baby boomers, born between 1946 and 1964
  Generation Xers, born from 1965 to 1979
  Millennials, born between 1980 and 1995
  Generation Z, born after 1995
So what are the important generational diff erences and 

how can that information be used to build successful mar-
keting campaigns? Industry physicians, marketing experts 
and researchers advise.

THE OLDER GENERATIONS

While members of the silent generation might be less accus-
tomed to communicating electronically, baby boomers are 

versatile in their communication and are 
more likely to embrace online and social 
media marketing. Still, these older genera-
tions tend to respond to traditional market-
ing approaches, such as sponsoring and par-
ticipating in community events — from fun 

runs to food drives, according to Joe Sloan, 
marketing and communications coordinator 
at Advice Media.

As consumers and patients, baby boom-
ers care about reviews, referrals and look-
ing for the right person. They don’t tend to 
be price sensitive, according to Tom La Vec-

chia, M.B.A., president of X Factor Media.

GENERATION XERS

Generation Xers often make up large percentages of the aes-
thetic practice’s patients. One way to reach this generation is 
through referral programs, according to Sloan.

“This is a great way to attract new patients and reward 
your most loyal patients,” Sloan says. “You want to provide 
a system that will encourage word-of-mouth marketing by 
rewarding both the referrer and referee. Referrals are one of 
the most trusted marketing sources.”

Gen Xers tend to be price sensitive but will be loyal to a 
provider if providers meet their needs, according to Mr. La 
Vecchia.

MILLENNIALS

Millennials, or generation Y, grew up on the internet and 
expect to fi nd answers quickly no matter the device, Mr. 

LISETTE HILTON | Staff  Correspondent

Older generations 
care about reviews 

more than price.

Gen Y, Z respond 
to robust online con-

tent and mobile-
friendly sites. 

Word of mouth 
remains most 

effecitve across 
generations.
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Sloan says. They are inquisitive. They grew up on text messages, emails 
and instant messages, and expect quick feedback.

Millennials want value, care about social proof and need to like the 
provider above and beyond the service. In other words, experiences mat-
ter, according to Mr. La Vecchia.

Aesthetic practices trying to reach millennials should have fast, 
mobile-responsive websites that work on phones, tablets and comput-
ers. The next step is to optimize content on the site to appear higher in 
Google Search results, according to Mr. Sloan.

GEN Z

Generation Z is a generation that expects you to be there when they’re 
looking.

“This generation doesn’t respond to being advertised at or outbound 
marketing as much as it does to inbound marketing. This means they 
don’t want you to advertise to them. They want to fi nd you,” accord-
ing to Mr. Sloan.

Practices should focus on having robust content that answers potential 
patients’ questions at any stage in the decision-making process. 

According to Mr. Sloan, this means that practices should off er detailed 
information during the awareness stage, feature a before and after gallery 
when people are in the consideration stage, and provide pricing and con-
tact information for the decision stage.

Demonstrations appeal to Gen Z patients. They crave information 
before making aesthetic decisions and want to feel educated. They’re are 
bit more frugal than millennials, according to Mr. La Vecchia.

Generation Z, also called the “new silent generation,” loves YouTube, 
Mr. Sloan adds.

“This is a generation that is very familiar with searching for videos 
from ‘How To’ to lifestyle vlogs. …you will want to make sure your prac-
tice has videos that are well produced and help to answer questions these 
potential patients may be too embarrassed to ask,” Mr. Sloan says.

APPLYING KNOWLEDGE TO PRACTICE

Inessa Fishman, M.D., a facial plastic and reconstructive surgeon in 
Atlanta, Ga., says her patients are multigenerational.

“While my aging face practice tends to be 40s and older, my inject-
ables and rhinoplasty patients are usually in the teens [to] young 30s 
crowd,” Dr. Fishman says.

The marketing strategies that resonate with Dr. Fishman’s younger 
patients include a mix of the old and newer marketing approaches.

Word of mouth remains king, according to Dr. Fishman.
“Nothing is a stronger recommendation than a close girlfriend or sis-

ter or Barre classmate,” according to Dr. Fishman. “I have a yoga teacher 
whose clients I see at least every week. The infl uencers are now infl uenc-
ing both in person and on social media. …a recommendation over cof-
fee goes alongside a shout-out on [Instagram, or IG].”

RealSelf and Instagram are more popular than ever, she says.
“My younger patients are spending less time on Facebook and are Ins-

tagramming multiple times a day. I feel that IG content needs to be beau-

tiful, curated, visually interesting and able to convey a strong message in 
less than 30 seconds,” she adds. 

“RealSelf is very popular in my practice and brings in younger patients 
who are using it to vet both procedures and physicians. I’m also seeing 
Pinterest rise in popularity, both in the 20-year-old women and young 
moms.”

And before and after photos might be losing ground to videos, accord-
ing to Dr. Fishman, who says videos resonate with younger patients. These 
include videos about procedures, patient testimonials and before and after 
videos.

“Sleek productions, tailored content, beautiful fonts — these are all 
becoming more accessible to everyone in the industry, and the qual-
ity of content is truly better than ever,” Dr. Fishman writes. “I also see 
more personal ‘a glimpse into my life’ posts being more popular with 

my patients.”
San Francisco-based plastic surgeon Jonathan 

Kaplan, M.D., MPH,  says that to reach generations X 
and Z and millennials, his practice is very active on social 
media. They post his surgeries on Snapchat and as Ins-
tagram stories. Doing so captures teenagers to 40-some-
thing year olds, he says.

But his approach to 50-something and older patients is to market 
via billboards and television commercials. Yes, he says, people are still 
watching TV!

SOCIAL MEDIA BEST PRACTICES

Aesthetic practices should keep three steps in mind when 
using social media to market to the generations, accord-
ing to Mandy McEwen, founder and CEO of Mod Girl 
Marketing:

1. Choose the right channels.
2. Choose the right messaging.
3. Choose the right follow-up methods, 

While Snapchat and Instagram can be ideal platforms for reaching 
millennial and generation Z patients, silent generation patients are more 
likely to be on Facebook, according to Ms. McEwen.

“Choosing the right channels is just one step of devising a successful, 
segmented marketing strategy. You must also convey the right messag-
ing,” McEwen says. 

“A 21-year old uses diff erent language and has diff erent interests than a 
65-year old. A 21-year old also values social proof and is constantly look-
ing for what their peers are saying and doing.”

For follow-up, McEwen says that the younger generation of patients 
often prefers text messages over phone calls.

“Of course, having a combination of text, phone calls, and emails is 
the best way to ensure you are reaching your prospects via every possi-
ble channel, as long as it’s done strategically and not intrusively,” says 
McEwen. e
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D
ermatology care for women goes beyond skin. 
Practicing dermatologists reside at the crux of 
meeting women’s needs, said Pearl Grimes, 
M.D., president of Women’s Dermatologic Soci-

ety (WDS). 
“We play a role in addressing issues, such as aging, self-

esteem, hormones, and stress management. We look at all of 
these things, but it comes through dermatology,” she said. 
“We’re such integral players in the house of medicine. As 
part of that total health team, we particularly look at the total 
health of women.”

WDS launched an initiative this spring to help fulfill 
this responsibility. The program, known as Total Women’s 
Health Through the Dermatology Gateway, off ers providers 
the education and tools necessary to be maximize their crit-
ical patient care responsibilities.

To help both male and female dermatologists reach this 
goal with their female patients, the Gateway includes edu-
cational support, community intervention, and industry 
research leadership possibilities through the International 

Journal of Women’s Dermatology.
According to Jenny Murase, the Journal’s co-editor-in-

chief, the Gateway initiative presents the opportunity for der-
matologists to make a long-term impact on women’s health.

“Skin, hair, and nails are critical elements under the Total 
Women’s Health umbrella, and we need dermatologists at 
the table to represent these important facets of health during 
a woman’s journey, ranging from childhood, adolescence, 
child-bearing years, and including episodes of pregnancy, 
breastfeeding, and menopause,” she said.

MULTI-DISCIPLINARY EDUCATIONAL OPPORTUNITIES

Before the Gateway, Dr. Grimes said, WDS had never off ered 
any continuing medical education (CME) opportunities. The 
fi rst event is scheduled for February 2019 and will off er tradi-
tional leadership and mentoring programs. However, it will 
also include sessions and discussions with women physicians 

from other specialties, including cardiology, gynecology, psy-
chiatry, and others.

“These women will spend the morning talking about the 
total women’s health issues we see and address in our patients 
through the dermatology gateway via discussions with our 
patients and referrals,” she said.

More dermatology-specifi c topics, such as skin cancer 
management, latest developments in alopecia, and atopic 
dermatitis, will fi ll the afternoon.

Ultimately, she said, she hopes the CME event will 
impress upon dermatologists that, in many ways, they are 
part of the fi rst line of defense when it comes to fulfi lling a 
patient’s health needs.

“It’s about addressing the needs of the total woman rather 
that just her skin care needs,” Dr. Grimes said. “We don’t 
expect dermatologists to be cardiologists or psychiatrists, but 
they need to get a sense of where she is and let her know you’re 
an integral player on her team.”

To continue this work, she said, the WDS will apply for 
grants that will support their quest for a greater volume of evi-
dence-based data on women’s health issues and how they can 
be met through the Gateway.

REACHING THE COMMUNITY

Not every woman has easy access to dermatology services, Dr. 
Grimes said. To help meet their needs, dermatologists partic-
ipating in the Gateway initiative are already taking their ser-
vices to women’s shelters. Currently, there are two women’s 
shelter programs operating — one in Los Angeles and one in 
Lafayette, La., but WDS plans to open between 10 and 13 pro-
grams within a year. 

“Every component of this program is geared toward build-
ing self-esteem in women in shelters so when they re-emerge 
into the real world, they’re re-emerging with a much stronger 
sense-of-self, self-esteem, and empowerment,” she said.

During these Saturday sessions, dermatologists offer 
guidance about skin care-on-a-budget, nutrition-on-a-
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Reimbursement in 2019

N
avigating the reimbursement landscape can be 
confusing for physicians because of the num-
ber of entities that exert inf luence on pay-
ments. For example, CMS uses the Medicare 

Physician Fee Schedule (PFS) to adjust Medicare pay-
ments, and sometimes these changes can have dramatic 
eff ects on doctor pay. Coding changes reward some types 
of care while de-emphasizing others through how much 
reimbursement is allowed for each. In addition, the MIPS 
program is pushing Medicare into value-based care, dis-
tributing bonuses and penalties to doctors depending on 
how well they meet various quality measures. 

Many private payers also use quality metrics, but often, 
these are somewhat diff erent from those that CMS uses 
and from each other’s. 

And to top it all off , all these rules can change each 
year. So what reimbursement trends can physicians 
expect in 2019? 

MIPS BONUSES AND PENALTIES

For physicians using the “ignore it and hope it goes away” 
strategy for MIPS, 2019 might provide a rude awaken-
ing as bonuses and penalties based on 2017 claims data 

go into eff ect. 
“The concept of MIPS will not go away, 

and even if it did, it would just be replaced 
by something similar,” says Anders Gil-
berg, MGA, senior vice president, govern-
ment aff airs, for the Medical Group Man-

agement Association. “It is one of the few bipartisan-sup-
ported concepts in healthcare today.” 

The payment adjustments for this year are relatively 
small—2% is the maximum bonus and 4% the maximum 
penalty, depending on how a physician did on the perfor-
mance measures in 2017. While that might not have much 
eff ect on a practice’s fi nancial situation this year, those 
adjustments are scheduled to increase to 7% in 2021 and 
9% in 2022 and beyond. “Practices have the opportunity 
to receive a higher increase in 2021 than previous years 
based on what they do in 2019,” says Gilberg. “But they 
could also see a signifi cant penalty.” 

CMS reported that 93% of MIPS-eligible clinicians 
earned a payment bonus for 2019, but 2017 was a “pick 
your pace” year to introduce physicians to the program. 
As performance measures change—and cost containment 
becomes a bigger component of the score—fewer physi-
cians are likely to qualify for a bonus, especially those not 
actively monitoring their progress.

“Practices should try to get good advice on how MIPS is 

going to aff ect them,” says Mark Friedberg, MD, MPP, sen-
ior physician policy researcher for the RAND Corporation. 
“It is a very complicated and changing payment model.”

PRIVATE PAYERS REFOCUS ON OUTCOMES

Private payers and physicians are always haggling over 
reimbursement rates, and 2019 will be no diff erent. But as 
the market on both sides continues to consolidate, smaller 
practices may fi nd it more diffi  cult to negotiate for the 
rates they desire.

From an insurer standpoint, the overall pie to pay phy-
sicians, hospitals, and other providers is fi xed, says Mark 
Dietrich, CPA, member of the National Society of Health-
care Business Consultants. “The largest portion of the pie 
goes to provider entities that have the greatest amount of 
negotiating leverage. Smaller practices get what’s left.” 

Larger entities can not only negotiate better fee-for-ser-
vice rates, but also more lucrative quality incentives for 
value-based care contracts, he adds. Physicians should 
expect the reimbursement challenges for small practices 
to continue. “Government policy is really designed to 
loosen the regulatory restriction on providers coming 
together,” says Dietrich. “The whole idea is that if they 
get more integrated provider groups along the continuum 
of care, they will get better data, better clinical options, 
and better outcomes.”

The result is that larger practices or those affi  liated 
with health systems can extract signifi cantly higher rates 
than small, independent practices, according to Dietrich. 
“It’s all about who has the biggest piece of the pie,” he 
says. “Like on the savanna, the big lion gets the most and 
the hyena gets what’s left.”

Small practices can help themselves in negotiations 
by having strong data that proves they are improving 
outcomes for patients, as ultimately, this lowers a pay-
er’s costs. Experts agree that practices can expect to see 
more demands for data from CMS and private payers as 
the march to value-based care continues.

“Carriers are doing deals that generally reward physi-
cians in value-based contracts, but minimize reimburse-
ment increases if they are not involved in value-based ben-

efi ts,” says Ken Goulet, former executive 
vice president of Anthem Inc. and current 
board member at OODA Health, which 
focuses on streamlining interactions 
between payers and providers. While he 
says fee-for-service won’t be completely 

eliminated, doctors can expect to see diminishing reim-
bursements in 2019 and in the future.

TODD SHRYOCK | Medical Economics
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How telemedicine expansion 
will aff ect physician practices

L
ast year may well go down as the year of telemed-
icine expansion.  

Telemedicine, or healthcare facilitated by 
means of video, phone, or other telecommunica-

tions technology, has been around for decades. 
Yet major players across the healthcare industry  made 

significant investments in 2018. Pharmacy giant CVS 
introduced virtual care off erings to its MinuteClinics. The 
Cleveland Clinic announced that telemedicine would be 
a major component of future care across the health sys-
tem. And telemedicine vendor TelaDoc announced a new 
global initiative supporting remote care in more than 20 
languages. And those are only a few of the telemedicine-
related plans announced over the past 12 months. 

These initiatives beg an important question: As corpo-
rate telemedicine off erings continue to expand, what will be 
the impact on physicians outside of major health systems?

“There is currently pressure on physicians to consider 
alternate shared services delivery models that telemedicine 
solutions can off er,” says Neha Sachdeva, M.S., a director 
at KPMG’s Healthcare & Life Sciences practice, referenc-
ing new ways provider organizations can extend their ser-
vices using virtual care delivery methods. “But there is no 
one-size-fi ts-all strategy for telemedicine use.”  

She argues that, with telemedicine platforms ranging 
from a few thousand to tens of thousands of dollars, phy-
sicians need to think beyond the cool factor of recent tel-
emedicine advances and consider how such systems will 
improve patient health and solve business needs.

UNDERSTANDING CORPORATE EXPANSION

Telemedicine, despite not being a new technology, remains 
a buzz word across the healthcare industry. And for good 
reason: Instead of costly and time-consuming in-person 
encounters, physicians can rely on video visits, smartphone 
photos or other means to assess, treat, and manage patients 
with medical problems. 

Ana María López, M.D., FACP, president 
of the American College of Physicians, says 
that a renewed focus on value-based care has 
brought telemedicine into the spotlight.

“Telemedicine off ers opportunities for 
signifi cant savings. There is a strong case 

to be made for its use to expand patient access to care and 
to reduce medical costs,” she says. “So it’s not surprising 
that we are seeing more solutions out there.”

Sachdeva agrees. “There are a lot of  pressures, cer-
tainly, to adopt this kind of solution,” she says. “But there 
are also internal drivers—to reduce wait times to see a par-
ticular provider, to off er patients, who are looking for more 
consumer-centric healthcare, more options about how to 
receive care, and to help streamline workfl ows for the pro-
viders themselves.”

William Morris, M.D., MBA, Cleveland Clinic’s associ-
ate chief information offi  cer, says its foray into telemedicine 
is due to a combination of all of those factors. 

“First, it’s the right thing for patients, when appropriate, 
to see them where they are and create a high-touch experi-
ence at their convenience,” he says. “But telemedicine also 
off ers a lot of operational effi  ciency.” 

Dr. Morris argues that when physicians can answer 
questions and review tests remotely, it is more effi  cient for 
the provider, the practice, and the patient. “We’re trying to 
change the way we think about practice—because there’s 
not just one way to provide care. You should be able to get 
our clinical expertise without having to deal with our park-
ing,” he says.

Daniel Barchi, M.S., chief information 
offi  cer at New York-Presbyterian Hospital, 
believes that telemedicine is poised to fun-
damentally change the way medical care 
is provided—in practices of all shapes and 
sizes. New York-Presbyterian currently 

uses  telemedicine for emergency department triage as well 
as for peer-to-peer physician communication—and Barchi 
says the hospital plans to expand its off erings.

“If we are not investing in this area and providing great 
care and service to our patients through it, we are not going 
to be prepared for the way medicine is delivered in the 
future,” he says.

FACTORS TO CONSIDER

But despite these motivations, as well as multiple stud-
ies suggesting that telemedicine provide outcomes equiv-
alent to traditional in-person visits, some physicians 
remain skeptical about how the technology can benefit 
their practices.  

A recent Healthcare Information and Management Sys-
tems Society analytics survey reveals that 55of hospital 
respondents were not sure they would invest in telemedi-
cine in the next two years. A 2017 Medical Economics sur-

KAYT SUKEL | Medical Economics
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tems do to counter corporate telemedicine 
expansion? To start: their homework. That 
means investigating where, when, and how 
remote care delivery models can help them treat 
patients, and the specifi c business cases prac-
tices hope to address through their use, Sach-
deva says. 

But it continues with knowing how telemed-
icine will link up with electronic health record 
(EHR) systems. 

“Think about what kind of telemedicine 
solution you might use and what kind of docu-
mentation needs to be [in the EHR] to support 
the care delivery you’re providing—and your 
reimbursements,” she says.

Sachdeva adds that physicians need to con-
sider medical liability when adding telemedi-
cine services. A practice’s malpractice insur-
ance plan may need to change to cover remote 
care delivery. While many physicians may 
assume telemedicine will raise liability, that 
is not always the case. Doctors should discuss 
their options with their insurance provider, 
including what type of coverage makes the most 
sense for the platform they are implementing.  

Product liability is a concern:  if the technol-
ogy isn’t reliable, care can and will suff er. And 
practices need to review their insurance con-
tracts, Sachdeva says. Telemedicine reimburse-
ments can vary greatly from payer to payer—and 
providers may have to renegotiate some terms if 
they take on a telemedicine care model. “There 
are lots of pieces and parts to think about before 
deploying a system,” Sachdeva says.

Morris agrees. “I think any successful tele-
medicine program starts with a physician evan-
gelist who uses facts and data to bring others 
along. Telemedicine isn’t something that can 
be done to physicians. It needs to be done with 
physicians,” he says.

He adds that practices need to carefully con-
sider payment parity, or how much a physician 
is paid for services rendered in person versus 
remotely, when discussing any telemedicine 
deployment.  
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vey looking at telemedicine adoption in smaller 
practices found that less than 20% off ered such 
services.

In both studies, providers acknowledged 
the value of implementing such platforms to 
promote effi  ciency. But they said the return on 
investment was not clear. Between the price 
tags on current telemedicine platforms and the 
unknowns regarding costs of liability insur-
ance and payer reimbursements, many provid-
ers feel, at this point, the investment is too risky. 

Contrast those fi ndings with a 2018 survey 
by Software Advice, a consultancy that helps 
organizations select the right software, includ-
ing telemedicine options, showing that 77% of 
consumers would be more likely to select medi-
cal providers that off er telemedicine services—
and that the majority of patients who use tele-
medicine appreciate its convenience.

The findings suggest physicians may be 
underestimating consumer interest in telemedi-
cine options—both now and in the future.

Sachdeva says that as no two physician prac-
tices are the same, no telemedicine strategies 
should be either. Before considering adoption, 
physicians should determine where, when, and 
how a particular option can benefi t the practice 
and its patients. She suggests providers look at 
their current patient base and see in which situ-
ations telemedicine may be appropriate. 

Developing inclusion and exclusion cri-
teria by looking at specific cases—perhaps a 
remote visit for a regular check-in with a dia-
betic patient, but an in-person appointment for 
the same patient if he is complaining of neurop-
athy-like symptoms–lets practices  better deter-
mine whether a remote care delivery model is 
right for them.

Providers may benefi t from building or lev-
eraging relationships with other organizations 
to make the most of telemedicine platforms. For 
smaller practices, aligning with a hospital or 
partnering with other practices may help alle-
viate some of the cost burden. Such relation-
ships can also provide guidance about how to 
best deploy telemedicine programs.

Sachdeva says creating successful remote 
offerings won’t be as simple as following in 
the exact footsteps of bigger organizations but 
smaller providers can learn what to do, and 
perhaps more importantly, what not to do.  It’s 
important for finding the right telemedicine 
vendor, she says—one who can work with the 
practice to set up a system that meets its spe-
cifi c needs.  

“It really all goes back to, ‘Why am I doing 
this? What case studies makes the most sense 
here? Who am I trying to target? How will 
it help improve care and lower costs?’” says 
Sachdeva.

Providers who take the time upfront to 
answer those questions—and look closely at 
the factors that are driving them to consider 
telemedicine—will be at an advantage.  They 
can then look to other healthcare organizations 
with similar drivers, or vendor partners who 
specialize in those areas, to help them fi nd the 
way forward.

But it’s important, Barchi adds, that such 
analyses should be physician-led. “Where 
we’ve been most successful is letting our phy-
sicians tell us what issues they are facing and 
how telemedicine might help them better man-
age those issues—whether it’s reducing wait 
times in the emergency room or having an 
expert assist you on a complex surgery from 
1,500 miles away,” says Barchi.

MOVING FORWARD

What can physicians outside large health sys-
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Physicians in the MIPS program must track 
and submit data on a dizzying array of measures, 
and many private payer contracts have similar 
metrics that require data as the proof point. If a 
practice does not have the data to prove patients 
are achieving desired outcomes, reimbursement 
can take a substantial hit—up to 9% from MIPS 
alone by 2022. Combine this with private payer 
contracts that continue to incentivize value-
based outcomes, and a substantial part of prac-
tice reimbursement could be endangered by a 
lack of performance data, experts say.

Accumulating and analyzing this data can 
be expensive, notes Ken Goulet, former presi-
dent of Anthem Inc. and current board member 
at OODA Health. Consequently, Goulet says, 
doctors can expect to see more companies help-
ing independent practices navigate the chang-
ing reimbursement landscape for negotiation 
and technology-support purposes, and  insur-
ers investing more in helping practices acquire 
and evaluate their data.

Goulet adds that another change practices 
may see as early as this year is more custom-
ized arrangements for primary care, based on 
region or even ZIP code. “Carriers are all going 
to more cloud-based capability and moving 
away from signifi cant legacy software systems 
to pay claims,” he says. Once implemented, 
these systems will allow for fl exibility in value-
based contracts, faster payments, and easier 
interaction between providers and insurers. e

globe, patients will increasingly expect access 
via telemedicine.

“Instead of calling a pager or service, the 
patient is going to expect a quick video visit. 
I think we’ll see adoption being less physician-
driven and more consumer-driven as time goes 
on,” he says.

Morris cautions that no two practices are 
the same—and there are a multitude of expe-
riences that telemedicine may augment at the 
provider level.

“Telemedicine can help with many diff er-
ent cases in a way that benefi t the patient, the 
provider, and the fi nancial systems without the 
burden of overhead involved with an in-person 
visit,” says Morris. “It’s a time where we can 
really reimagine the way we want to experience 
healthcare, as patients and as providers.” e
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little wonky in the sense that they don’t call it 
telehealth, but it is telehealth,” says Gilberg. “If 
physicians can now bill for the time spent talk-
ing to patients on the phone or internet, that 
will help alleviate the time taken away from 
other patients. From a fi nancial standpoint, it 
allows reimbursement for common communi-
cations with patients.”

Nancy Enos, FACMPE, a professional 
coder, says physicians need to fi nd out if their 
private payers will reimburse for these new 
codes. “Having the codes added to Medicare 
is a good first step, but it remains to be seen 
what private payers will cover them,” says Enos.

MISSED CODING OPPORTUNITIES

CMS may be adding new codes for remote con-
sults, but Enos points out that physicians will miss 
out on many 2019 reimbursement opportunities 
if they don’t focus on the codes already in place, 
such as those for transitional care management 
(TCM) and chronic care management (CCM).

“Some docs use them, but don’t use them 
well,” says Enos, noting that common mis-
takes include not documenting patient dis-
charge dates or noting phone calls within the 
required 24-hours of discharge. “If you are not 
using these TCM and CCM codes, you are 
really missing the boat on getting good reim-
bursement for time when you are not face-to-
face with the patient.”

Another frequently-lost opportunity is the 

“You need to align incentives—for the 
patient and the physician,” he says. “But you 
also need to think about reimbursement. 
It’s important that any telemedicine solution 
refl ects the work of the  physician.”

He maintains that just because doctors 
are seeing patients virtually does not mean 
less work is involved than an in-person visit. 
“These visits still take time and are still lever-
aging a physician’s intellectual capital in terms 
of practice and  expertise,” he notes.

TELEMEDICINE’S IMPACT 

ON MEDICAL PRACTICES

Telemedicine holds a lot of promise to help 
medical practices promote effi  ciency, reduce 
costs, and increase patient satisfaction.  But 
Lopez cautions that it is just another tool in a 
clinician’s care delivery toolbox, not a health-

Medicare annual wellness visit. Enos says doc-
tors often can bill for both the wellness checkup 
and for dealing with a chronic issue in the same 
visit provided they document it properly. “For 
some doctors, these extra codes are seen as 
either too much work, they don’t understand 
the details, or they think it’s only for a few extra 
dollars,” says Enos. “But those dollars add up.”

Enos says successfully capturing all the 
reimbursement a physician is eligible for 
requires a commitment by the entire offi  ce staff . 
“Assign a nurse to look at the patients who are 
due for physicals and coordinate screenings 
and the annual Medicare wellness check,” she 
says. “Call those that are overdue for appoint-
ments. Another person should be in charge of 
tracking patients that are in and out of the hos-
pital and documenting what’s necessary for the 
care management codes.”

She advises starting with one code and 
working it into the offi  ce workfl ow. “If you say 
you are suddenly going to start tracking eve-
rything on Monday, by the end of the month, 
it’s all going to fall by the wayside,” says Enos. 
“You need some sort of reasonable, planned 
deployment to succeed.”

DATA’S ROLE IN REIMBURSEMENT

As Medicare moves toward value-based care 
and private payers add more incentives focused 
on outcomes, data becomes increasingly impor-
tant for a practice’s reimbursement outlook.

care panacea.
“As with any tool used to care for patients, 

it’s important to use it appropriately,” she says. 
“It’s important for physicians to take a long 
view, assess where it can appropriately answer 
the diagnostic questions at hand, and make sure 
they are doing the right clinical thing for each 
and every patient.”

Morris says that telemedicine scales well—
from large health systems like Cleveland Clinic 
to smaller rural practices. By taking the time to 
plan, looking at everything from the fi nancials 
to changes in practice workfl ows, even smaller 
practices can reap the benefi ts.

But consumer expectations will drive even 
the smallest providers to fi nd ways to affi  liate 
with organizations who can help them imple-
ment at least some telemedicine options. With 
the technology continuing to expand across the 
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Cybersecurity and medical 
devices: What to know

T
he Food and Drug Administration (FDA) 
has drafted new guidance related to medi-
cal device cybersecurity and the relationship 
with HIPAA.

Building on previous writings from 2014, the FDA 
issued an updated draft guidance Oct. 18, 2018, enti-
tled Content of Premarket Submissions for Management 

of Cybersecurity in Medical Devices – Draft Guidance for 

Industry and Food and Drug Administration Staff .
The guidance defi nes cybersecurity as “the process of 

preventing unauthorized access, modifi cation, misuse or 
denial of use, or the unauthorized use of information that 
is stored, accessed, or transferred from a medical device 
to an external recipient.” Translated into “HIPAA lan-
guage,” this requires the availability and integrity of the 
device—and its data—remain intact.

The broad scope of the guidance encompasses FDA 
medical device premarket submissions for eff ective cyber-
security risk management, continued cybersecurity man-
agement to reduce the risk of physical harm to patients, 
and satisfying HIPAA requirements.

While not binding at the moment, the guidance is 
important because it references laws that are in eff ect. The 
guidance incorporates HIPAA’s Privacy Rule, Security 
Rule, and Breach Notifi cation Rule as well as the Federal 
Food, Drug, and Cosmetic Act (and related laws, e.g., the 
Medical Device Amendments of 1976) for branding and 
labeling provisions.

The guidance identifi es two types of devices, Tier 1 
and Tier 2. Tier 1 devices are said to carry a higher cyber-
security risk and have two associated criteria:

 capable of connecting (e.g., wired or wirelessly) to 
another medical or non-medical product, a network, 
or the Internet and 
 a cybersecurity incident aff ecting the device that could 
result in patient harm to multiple patients.
Tier 1 devices include pacemakers, brain stimulators, 

and nerve stimulators. The guidance makes sense given 
the parts of the body that are aff ected by the devices.

By way of contrast, a Tier 2 device is “[a] medical 
device for which the criteria for a Tier 1 device are not 
met.” This includes an electronic device that creates, 
receives, maintains, or transmits protected health infor-

mation (PHI) or is used in medical treatment but does not 
impact a body part vital to life.

The guidance recommends complying with the 
National Institute of Standards and Technology (NIST) 
and the Federal Information Processing Standards 
(FIPS). This should not come as a surprise for two rea-
sons. First, the government is required to use these 
standards internally. Second, both NIST and FIPS are 
expressly stated in a variety of laws and regulations, 
including the HIPAA Final Omnibus Rule.

There is a specific section in the guidance entitled 
Maintain Confi dentiality of the Data. The FDA inter-
twines HIPAA and the obligations between a covered 
entity and a business associate as well as maintaining data 
confi dentiality. In this context, confi dentiality falls under 
the HIPAA umbrella.

For the purposes of this guidance, other harms such as 
loss of confi dential PHI are not considered patient harms. 
Although protecting the confi dentiality of PHI is beyond 
the scope of this document, it should be noted that man-
ufacturers and/or other entities, depending on the facts 
and circumstances, may be obligated to protect the con-
fi dentiality, integrity, and availability of PHI throughout 
the product lifecycle in accordance with applicable fed-
eral and state laws, including HIPAA.

Therefore, while physicians may not be involved with 
the cybersecurity of the device, they are still obligated to 
comply with HIPAA and the HITECH Act. Standards 
such as HIPAA Authorizations that give patients both 
notice and the right to opt out of having their PHI sold 
to a pharmaceutical company or medical device manu-
facturer, a comprehensive annual Risk Assessment, and 
a Business Associate Agreement are all required. Physi-
cians should do their due diligence on companies in rela-
tion to those entities’ compliance with the FDA, HIPAA, 
and the HITECH Act. e

Disclosures: Rachel V. Rose, JD, MBA, advises clients on compli-
ance and transactions in healthcare, cybersecurity, corporate and secu-
rities law, while representing plaintiff s in False Claims Act and Dodd-
Frank whistleblower cases. She also teaches bioethics at Baylor College 
of Medicine in Houston. Rachel can be reached through her website, 
www.rvrose.com.

RACHEL V. ROSE, J.D., MBA | Medical Economics
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When she goes into a practice for an evaluation, she 
approaches the task much like a physician, “doing a com-
plete history and physical.” She initiates the process by 
inviting staff  to weigh in, a move that would likely gain 
Deming’s approval.

“He said changes should happen from the ground 
up and not the top down,” she says. “People doing their 
jobs every day know what else needs to be done—and 
changed. I encourage the physician and manager to really 
listen to staff, who will know ideas will be welcomed 
instead of shot down.”

Get creative. Consider holding contests for the “best 
idea,” with prizes like credit-card-acquired airline miles 
or a gift certifi cate—or maybe even time off . 

THINK POSITIVE

“As a leader, and as a ‘salesperson,’ you don’t want to be 
negative,” Phairas says. “Instead, think of being persua-
sive, confi dent, and upbeat about supporting the need for 
change and the benefi ts it will bring.”

Talk openly about what staff  imagines is the worst that 
can happen, or about other objections, she says. Then 
you ask questions like: 

“Who’s going to be willing to try this?” 
“What are you doing that you think is redundant?” 
“Why are you still doing it?” 
The reply to the last question is often “because it’s the 

way we’ve always done it.” Phairas suggests a follow-up 
of, “What do you think might be more effi  cient and bet-
ter for doctors, staff  and patients?”

Historically, a third of participants will be early adop-
ters, a third will be naysayers and the remaining third 
will sit squarely in the middle, she says.

“It’s important to tell the early adopters, ‘I’m so 
pleased you’re willing to try,’ and I’m optimistic that 
others will come along with you,” says Phairas. “Cele-
brate the old, yet articulate how good things will be in 
the future.”

Don’t be afraid to “mix it up,” and have the front desk 
sit with billing, for example, so both can learn how—and 
why—the other works as they do. 

“Get them to problem-solve together on quality 
improvement techniques,” Phairas says. “Make a fl ow 
chart and document ‘steps we do to achieve this’ to see 
real progress.”

WHAT THE SCIENCE SAYS

“Clinical practice change is difficult.” So begins the 
background explanation of a small 2017 study in Imple-

mentation Science, for which endocrinologist David C. 
Aron, M.D., was a co-author. Dr. Aron is a research pro-
fessor at Cleveland VA Medical Center and Case West-
ern Reserve University.

“This is illustrated by the proverbial 17-year time lag 
from idea to practice and the lag in evidence use in prac-
tice,” the study reports.

The study cites physicians’ “diffi  cult time” adopting 
new practices, and having even more trouble “unlearn-
ing” outmoded ones. It also notes “sparse literature” on 
the unlearning part.

The authors acknowledge that physicians face vari-
ous struggles in order to successfully change practice and 
restore the “equilibrium.” They also conclude that this 
struggle involves evidence itself and tensions between 
evidence and context. 

“This process occurs in the context of the whole sys-
tem in which physicians practice,” they say.

REMEMBER WHY YOU CHANGE

We all know change isn’t easy, but “it takes a conscious 
eff ort and mindfulness—along with collaboration,” says 
Dr. Aron. “Most important, it takes focusing on the 
patient.”

Meanwhile, don’t forget to be kind to yourself. 
“When physicians look inside and think about 

changes in their practice, they may ask themselves, ‘What 
was I doing before? Was I actually hurting someone?’” 
he says.

“You were doing the best you could with the infor-
mation you had available,” Dr. Aron says. “During my 
40-year career, the pendulum has swung for many things 
we do in medicine, more than once, good then bad, then 
good again.”   

The authors conclude that clinical practice is in a con-
stant state of change—which is multidirectional—with 
unlearning and learning being “punctuation” marks in 
the spectrum. 

So go forward and make change so you don’t miss a 
thing. Do so with this John F. Kennedy quote in mind, says 
Phairas. “Change is the law of life. And those who look 
only to the past or present are certain to miss the future.” e

Reference

The physician’s experience of changing clinical practice: a struggle to unlearn; Imple-
mentation Science 2017 12:28; Divya M. Gupta, Richard J. Boland Jr. and David C. 
Aron; Published: 28 February 2017.
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problem solving.

Coach staff by talking openly 
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that allow them to examine 
their beliefs.
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Change isn’t easy, it takes a conscious effort and mindfulness—along with 

collaboration. Most important, it takes focusing on the patient.”
David C. Aron, M.D., research professor, Cleveland VA Medical Center and Case Western Reserve University 
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EARLY-STAGE MELANOMA

REFERENCES: Marki E. Klapperich, MD, Glen M. Bowen, MD, Douglas Grossman, MD, PhD. “Current controversies in early-stage melanoma Questions on man-
agement and surveillance,” JAAD. January 2019. https://doi.org/10.1016/j.jaad.2018.03.054
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This should depend on the patient’s risk of recurrence, 
but consider your patient’s unique case.  This may infl uence how 
often skin examinations should be performed.

How often should patients who have had early-stage 
melanoma undergo skin examinations?

The NCCN recommends skin exams every 6-12 months for fi ve years 
after an early-stage melanoma diagnosis and then, 
annually for life.

How often should skin examinations be conducted 
according to the NCCN?

For patients who are within fi ve years of a melanoma diagnosis, 
most physicians (63%  according to one survey) prefer annual exams 
after fi ve years; 49% of physicians prefer follow-ups at six months within 
fi ve years of a melanoma diagnosis.

In practice, what is the norm among physicians 
for skin check frequency?

The overall risk of developing subsequent melanomas is higher in these 
cases, so more frequent screenings may be best especially for patients 
with complex cases, such as those with numerous atypical nevi. These 
can be monitored by photography or digital dermoscopy.

What if your patient has had multiple primary 
melanomas or a family history of  melanoma 
before the age of 40?

Research shows that self exams can be effective for identifying recurrence 
or problem areas, but not all patients adhere to regular skin checks. For this 
reason, skin exams by a dermatologist are  recommended.

What if my patient regularly conducts self exams 
at home? Should that determine how often in-clinic 
exams are conducted?

My patient insists on routine imaging. Is that necessary?

Routine imaging of patients with low-risk localized melanoma 
(stages 0-IIA) is not necessary at either diagnosis or follow-up. 
And, routine imaging to screen for asymptomatic recurrence 
beyond three to fi ve years is not recommended.

Routine imaging of stage IIC patients is most benefi cial during 
the fi rst four years of the diagnosis.

For patients with stage IIB and IIC disease, NCCN guidelines recommend 
physical examination every six months and regional ultrasound scans 
in the fi rst few years of a diagnosis.

I
n January, three physicians led by Douglas Grossman, M.D., Ph.D., 

of the Huntsman Cancer Institute, University of Utah Health Sci-

ences Center, Salt Lake City, published an article in the Journal 

of the American Academy of Dermatology that addresses controver-

sial issues associated with the staging, treatment and surveillance of early-

stage melanoma. Dr. Grossman, with Marki Klapperich, M.D., 

(University of Wisconsin-Madison) and Glen M. Bowen, M.D., 

(University of Utah Health Sciences Center), 

reviewed the new data to provide an 

up-do-date analysis that addresses 

issues for which there are little-to-no 

guidelines. In this table, we highlight 

frequently asked questions. 
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FOR MORE INFORMATION

about the article, visit 
https://bit.ly/2sdFqAM.
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EVALUATING THE PATIENT WITH NEWLY DIAGNOSED AD 

DERMATOLOGY TIMES: When you are seeing an 

adult patient with potential AD for the first time, what 

are the most important components of that initial 

evaluation? 

Norman Levine, MD: AD is a clinical diagnosis, so the 

physical exam matters tremendously. Once I have been 

able to establish that the patient has eczema, there is 

really nothing more that needs to be done to make the 

diagnosis.

From there, it’s a matter of establishing a care plan 

based on several factors. One is the degree of disease 

severity. A second is the degree to which a patient is 

interested in addressing their symptoms. A third in-

volves financial issues because insurance coverage 

often dictates what we can offer patients.

Elaine Siegfried, MD: My practice is exclusively pedi-

atric. In that population, age of onset is an important 

diagnostic consideration. The great majority of cases of 

AD begin before age 5 years and most before age 2 

years.1 It’s also important during an initial visit to find out 

what, if any, prior treatments the patient has tried and 

understand which have and have not had any impact. 

Peter Lio, MD: In my new adult patients, if they tell me 

they have had eczema since childhood, that’s a pretty 

clear sign that true AD is the appropriate diagnosis. But 

if they tell me it’s a new-onset rash, this gets me wor-

ried about a couple of other possibilities, in particular 

allergic contact dermatitis. In those patients, I will 

perform a comprehensive patch test. If something 

looks unusual or test results are inconclusive, I may also 

consider a skin biopsy. In the majority of these patients, 

the diagnosis will indeed turn out to be AD, but a little 

blip in test results does make me concerned that some-

thing else may be going on.

Matt Zirwas, MD: Up until 2 years ago, I classified 

patients who primarily had spongiotic dermatitis on 

biopsy, negative patch testing, and onset of eczema 

later in life as having dermatitis unspecific (ie, dermati-

tis NOS [not otherwise specified]). The spongiotic bi-

opsy confirmed it was dermatitis, but because they did 

not have childhood onset of eczema, it wasn’t classic 

AD, and the negative patch testing ruled out contact 

dermatitis, leaving no definitive cause of the dermatitis.  

So even though a patient might in fact have met the 

Hanifin and Rajka criteria for the diagnosis of AD (Ta-

ble 1),2 because the systemic treatments for dermatitis 

NOS and AD in adults were the same (ie, systemic ste-

roids, cyclosporine, methotrexate, azathioprine, myco-

phenolate, phototherapy), formally diagnosing them with 

AD would not have affected how I treated them. Since 

the FDA’s approval of dupilumab, however, a formal di-

agnosis of AD absolutely matters because it determines 

if they are a candidate for that drug. As a result, I started 

applying the Hanifin and Rajka criteria to determine if a 

patient was a candidate for dupilumab, and it turns out 

that approximately 90% of my adult patients with derma-

titis NOS do meet the Hanifin and Rajka criteria for AD, 

even though they didn’t have childhood-onset eczema.

DERMATOLOGY TIMES: What are some of the more 

common and challenging side effects of AD for a der-

matologist to manage?

Melissa Knuckles, MD: The most common side effects 

include anxiety, depression, pruritis, ocular changes, and 

really just dealing with the burden of the disease. Be-

cause of the psychological and emotional impact of AD, 

the most important thing for dermatologists is to give 

our patients hope when they come into our office. Hope 

is a big thing for these people—so many of them have 

been everywhere trying to get relief before we see them.

ATOPIC DERMATITIS (AD) is among the most common skin diseases seen by practicing 

dermatologists. Primarily considered a pediatric condition, AD is a chronic, relapsing skin disease 

often associated with elevated serum IgE levels. Many patients will achieve adequate disease 

control through appropriate skin care habits and topical therapies, although some will require more 

aggressive approaches to control their symptoms.

In this supplement, physician experts discuss current strategies to diagnose and treat AD, 

focusing particularly on adult patients with moderate-to-severe disease.
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Dr. Lio: I’m fortunate to work in a center that has an 

integrative, multidisciplinary approach to the care of 

AD. One of the things I have found to be unusually 

helpful is the presence of a hypnotherapist. It’s amaz-

ing. At our monthly group meetings, the hypnothera-

pist is such a beloved presence because she gives a 

great lecture about how stress, anxiety, and depression 

all play a part in the vicious cycle of AD. 

I will definitely say that particularly for patients who 

feel there is a big stress or an anxiety component to 

their condition, cognitive behavioral therapy and simi-

lar approaches that include modalities such as hypno-

therapy and relaxation can really be effective in helping 

them overcome some of those barriers. 

Getting patients to buy into these types of sessions 

is not always easy. It’s important they understand that 

our recommendation for additional professional help is 

not because we think they are crazy or psychologically 

damaged, but because of the significant disease burden 

of AD and the stress it can put on patients. One of my 

favorite strategies is to zero in on sleep issues. We know 

that sleep problems alone are bad for mental health. So, 

I don’t care if patients turn to sessions of tai chi, medita-

tion, acupuncture, or something else. What our patients 

need is that push to help them find peace in their lives.

Dr. Zirwas: In other words, make sure they understand 

we are saying that the eczema is causing psychological 

problems, not that psychological problems are causing 

the eczema.

Dr. Siegfried: It certainly can be difficult teasing out 

which of our patients with AD have psychiatric comor-

bidities and then helping them access professional 

mental care. A link between AD and attention deficit 

disorder, as well as anxiety and depression, has been 

well-established. It is not uncommon for AD to nega-

tively impact school performance and attendance. A 

small handful of my patients have suffered from severe 

depression and even suicidal ideation requiring hospi-

talization. In a few, these psychiatric morbidities pro-

foundly improved with the use of dupilumab. It’s been 

amazing to see that.

Dr. Zirwas: I have a story along those lines about a 

patient of mine with severe eczema who was part of a 

same-sex couple. They always came in for visits to-

gether. My patient always came across as sort of an odd 

person while his partner was a really interesting, cool 

person. I could never understand what the two of them 

were doing together. I couldn’t figure out what the part-

ner saw in my patient that made him want to be with him.

Well, we got my patient’s eczema better and their 

personalities totally switched. Everything about my 

patient was different once his eczema cleared up and 

he started sleeping without sedatives. Now, he was the 

TABLE 1 HANIFIN AND RAJKA CRITERIA  

FOR THE DIAGNOSIS OF AD

MAJOR CRITERIA (must have at least 3) 

□ Pruritus

□ Dermatitis affecting flexural surfaces in adults 

and the face and extensors in infants

□ Chronic or relapsing dermatitis

□ Personal or family history of cutaneous or 

respiratory atopy

MINOR CRITERIA (must have at least 3)

□ Xerosis 

□ Ichthyosis/palmar hyperlinearity, keratosis 

pilaris 

□ Immediate (type 1) skin test reaction 

□ Elevated serum IgE 

□ Early age of onset 

□ Tendency toward cutaneous infections 

(especially Staphylococcus aureus and herpes 

simplex), impaired cell-mediated immunity 

□ Tendency toward nonspecific hand or foot 

dermatitis 

□ Nipple eczema 

□ Cheilitis 

□ Recurrent conjunctivitis 

□ Dennie-Morgan infraorbital fold 

□ Keratoconus 

□ Anterior subcapsular cataracts 

□ Orbital darkening 

□ Facial pallor, facial erythema 

□ Pityriasis alba 

□ Anterior neck folds 

□ Itch when sweating 

□ Intolerance to wool and lipid solvents 

□ Perifollicular accentuation 

□ Food intolerance 

□ Course influenced by environmental and 

emotional factors 

□ White dermographism, delayed blanch

Source: Hanifin JM, Rajka G.2
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more interesting person and I wondered what he saw 

in his partner. That just shows the dramatic effect that 

eczema can have on our patients and the impact we 

can make on them well beyond their visible skin issues.

SETTING APPROPRIATE TREATMENT GOALS IN PATIENTS WITH AD

DERMATOLOGY TIMES: Let’s talk about setting goals 

for your patients with moderate-to-severe AD (Table 2) 

and what level of improvement you tell your patients 

they can attain. What does that initial conversation 

sound like? 

Dr. Levine: Well, I want them to get “all better.” Now 

what exactly does that mean? The biggest issue for me 

is that they are not itchy anymore. The itch is what ruins 

most of our patients’ lives, so whatever we can offer 

from a pharmacologic perspective to make their itch 

go away, I’m all for it. That’s the first step. And the 

second step is that if their itch is better, the eczema is 

going to get better. That’s my goal. 

The first question I ask patients with AD when they 

come in for a return visit is: “Are you still itchy?” And 

the second question is: “Are you sleeping better?” If I 

get the answer I want to those two questions, then 

everyone is generally happy. If you get your patient 

better by whatever means, they will feel better, they will 

sleep better, and they will often be less depressed.

Dr. Zirwas: I’m struck by how much the introduction of 

dupilumab has changed the way I set goals for patients 

with AD. Before its approval, I would prescribe a lot of 

cyclosporine, methotrexate, and mycophenolate 

mofetil—and certainly I still do—but my goal when we 

were limited to those drugs was to get my patients 90% 

better. I would tell my patients: “If you are 90% better, 

we know we’ve got you on about the right dose of 

medication. I don’t want you 100% better because that 

means you are on too high a dose and we’ll need to 

lower it to reduce your risk of side effects.” These tra-

ditional systemic drugs are entirely dose dependent in 

regard to side effects.

Now that we have dupilumab in our arsenal, I am 

comfortable telling patients that our goal is to get 

them 100% better. That means no itch and no rash. It 

also means no systemic steroids. There was a study in 

2017 showing that patients treated with a short course 

of systemic steroids have a 7-fold increased risk of 

developing sepsis.3 I always set the goal of getting 

patients well enough so that they will not need sys-

temic steroids at all.

Dr. Levine: Let me offer a slightly different perspec-

tive. If you look at the trial data results for dupilumab—

which are backed up with my personal experience, 

shooting for 100% improvement in patients with AD is 

perhaps overly optimistic. Yes, you can get patients a 

TABLE 2 DEFINITION OF  

MODERATE-TO-SEVERE AD

1. Moderate-to-severe AD may be considered 

when 1 or more of the following features are 

present:

 • A minimum involvement of 10% BSA

 • Regardless of BSA

  – Individual lesions with moderate-to severe-

features

  – Involvement of highly visible areas or those 

important for function (eg, neck, face, 

genitals, palms, and/or soles)

 • Significantly impaired QOL

2. Current disease severity scales and QOL scales, 

although validated for use in clinical trials, are 

not practical for routine utilization in clinical 

practice.

3. Although global assessment scores have not 

been validated in office settings, it is simple to 

classify disease as clear, almost clear, mild, 

moderate, or severe.

4. Clinicians should actively assess the impact of 

disease on QOL during clinic visits (i.e., sleep, 

pruritus, impact on activities of daily living and 

work).

5. No biomarkers, including serum IgE, are 

currently recommended for assessment of 

disease severity.

Abbreviations: AD, atopic dermatitis; BSA, body surface 
area; QOL, quality of life.
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lot better, but the data show that an improvement of 

approximately 80% is more realistic for the majority of 

patients.4 I tell this to my patients, and the majority of 

them are OK with that. If they end up getting com-

pletely better, that’s great, but that is not my expecta-

tion with dupilumab.

Dr. Zirwas: I agree, and I should have phrased my an-

swer differently. I tell my patients that, on average, 

people get 80% better on dupilumab but that my expe-

rience is approximately 20% of patients will get 100% 

better, 5% won’t get better at all, and the rest improve 

between 60% and 80%. But I do tell everyone up front 

that there is a chance they will get 100% better, even if 

that is not what I am expecting for most of them. I find 

that setting the bar high makes patients more motivated.

Dr. Siegfried: Treatment goals for children with AD are 

somewhat different than for adults, in part because of 

the lag in available data supporting pediatric safety 

and efficacy for new treatments, along with barriers to 

medication access. I emphasize the importance of 

recognizing and addressing likely triggers rather than 

unlikely contributing factors. Many parents focus on 

environmental exposures like pets or dietary expo-

sures. More important contributing factors not obvious 

to most are skin care products, skin germs, changes in 

ambient humidity, psychic stress, and illness.

I spend a lot of time educating patients to overcome 

myths and stop counterproductive use of OTC prod-

ucts that contain potential contact allergens. When 

they start topical treatment, I always provide guidance 

about therapy and monitor the amount of topical 

medications they use. 

Topical treatment can be complicated. Patients need 

to understand the importance of using an adequate, 

but not excessive, amount of topical medication. I’m 

also a big believer in bleach baths. For children who do 

not fare well on conservative treatment, I don’t hesitate 

to start systemic therapy.

DERMATOLOGY TIMES: What are some of the other 

common myths you need to debunk among your 

patients with AD? 

Dr. Knuckles: I tell all my patients who have eczema that 

“You don’t paint the house when the sewers are leak-

ing.” They think AD is solely a skin disease and that they 

can just slap a cream on and it will all get better. I have 

to explain to them that there is an internal causation to 

their inflammation that makes it more complicated. 

I also get a lot of patients who think the only places 

they have to worry about on their skin are where it is 

red. They need to be educated that it’s not just their 

lesional skin that has eczema, but that their unaffected 

skin is also inflamed. 

Dr. Zirwas: The biggest myth I deal with is steroid 

phobia. Studies have shown that approximately 70% of 

patients have steroid phobia, meaning that in 70%, the 

fear of side effects is clearly out of proportion to the 

actual risk.5 I’m just talking about adults. In children, it 

might be a totally different balance. There are some 

conditions for which the treatment is potentially worse 

than the disease, but in AD the disease is far worse 

than the potentially worst things that can happen with 

topical treatment. I often ask patients what they are 

afraid of with the use of topical steroids, and most of 

them say “thinning of my skin.” I then ask if they would 

rather have thin skin or skin that is scratched and 

bleeding from eczema. It still usually doesn’t get 

through to them, though. There is just this specter of 

“badness” looming when topical steroids come up.

Dr. Siegfried: Food allergies are a big one for me. The 

great majority of people who believe they have food 

allergies do not react to placebo-controlled food chal-

lenges. However, many who have modified their diet 

for years develop an intrinsic fear of liberalizing their 

food intake. That is an unintended, potentially crippling 

consequence.

Dr. Lio: When I have a patient who won’t stop focusing 

on potential food allergies and continues to ask about 

more tests and questions like “Should I switch to a 

gluten-free diet?” long past the point of potential util-

ity, I try to turn the story around. I try to provide a more 

modern take. 

For a long time, the narrative was that food allergies 

are driving the disease. But now with new data we know 

that we’ve had It backwards and it’s really the leaky 

skin, the impaired barrier, that is causing transcutane-

ous sensitizations to certain foods.6 So instead of wor-

rying about what the patient is eating, our priority 

needs to be getting their skin under control, with the 

idea that a better skin barrier could potentially de-

crease the development of future allergies, at least 

theoretically.
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Relaying the story in that fashion can be very impact-

ful. I often see the lightbulb go on in my patients’ heads 

and they tell me: “You know, that makes a lot of sense.”

Dr. Siegfried: A favorite sound bite of mine for patients 

who are convinced that food allergy is the cause of their 

eczema is: “Food allergies are more common in people 

who have eczema, but food allergy doesn’t cause ec-

zema, just like asthma or allergic rhinitis doesn’t cause 

eczema.” While these may occur concurrently in any 

given patient, one does not drive the other. 

Dr. Zirwas: I love how you both turn things around in 

such an impactful way. Just as with the psychological 

aspects of AD, you’re getting patients to realize that 

the eczema is causing the food allergies rather than the 

food allergies causing the eczema. That’s a great sound 

bite I’m definitely going to use in the future.

CONVENTIONAL TREATMENT OPTIONS IN  
ADULT PATIENTS WITH MODERATE-TO-SEVERE AD

DERMATOLOGY TIMES: What does your mental treat-

ment algorithm look like for adult patients diagnosed 

with moderate-to-severe AD? Where do you typically 

start with them? 

Dr. Lio: I typically begin by making sure the patient is 

following basic skin care procedures and avoiding 

obvious triggers such as the use of fragranced soaps, 

rubbing/scratching their skin, or wearing wool. I’ll then 

move on to talking about moisturizers, typically by 

bringing over a palette of different options that I like 

and letting the patient try them to find one that feels 

good on their skin.

Once we establish a moisturization protocol, my first 

line in most patients is a topical steroid for up to 2 

weeks. Once there is significant improvement, if it’s a 

patient with only mild eczema, I’ll typically simply con-

tinue with moisturizer, but if it’s someone with a more 

persistent condition, I’ll typically switch them to a 

nonsteroidal agent such as a calcineurin inhibitor to 

“finish the job” and get the skin totally clear, hopefully 

keeping it that way. 

For those patients who present with moderate-to-

severe AD, I’ll try to see them about 2 weeks after they 

have started on the topical steroid, when I will look for 

three things:

1. Are they better?

2. Can I keep them clear safely without overusing 

potent corticosteroids?

3. Can I keep them clear sanely without the patient 

losing their mind by constantly needing to apply 

tons of ointments and being endlessly greasy and 

ruining their clothing?

If the answer to any of those questions is no, that’s 

when I consider the jump to systemic therapies. I think 

we are all becoming much more aggressive with our 

treatments these days because our patients do not 

need to suffer anymore. We have the tools available to 

get and keep them better.

I will typically turn to dupilumab or phototherapy at 

this stage. Phototherapy can be a good option, but it 

involves so many issues related to time, money, and 

logistics that it’s not a viable option for a lot of my 

patients. I used to use cyclosporine in many of my AD 

patients, but now I try to reserve it and only use it in 

those patients for whom I cannot get dupilumab or for 

the smaller group that does not achieve enough im-

provement on dupilumab alone.

Dr. Levine: My general approach is similar. For adults, 

I will typically start them on a topical steroid, usually 

triamcinolone. And of course, I have my AD patients 

use moisturizers. If these patients’ lives are being im-

pacted in a significant fashion—which is often the case 

in adults with moderate-to-severe AD—I’m quick to 

move to systemic therapy if the topical steroid is not 

working.

I will often try to get dupilumab for these patients, 

but there are some significant regulatory and insurance 

barriers to getting that drug. If I can get it approved, 

that is where I’ll typically go, but if not, cyclosporine, 

methotrexate, and azathioprine are all options. I deal 

with a lot of insurance companies that require a patient 

fail a systemic therapy before they will approve dupil-

umab, and oddly enough, many also require that they 

fail a topical calcineurin inhibitor.

The problem with our current systemic therapies is 

that patients need lifelong treatment. While these 
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therapies can help induce remission of an AD patient’s 

symptoms, they do not produce a cure. Patients need 

to understand that once they start on something, they 

are going to be on it for the long haul. I try to get a 

sense early on from my patients whether they will have 

the motivation to adhere to our plan. For instance, I will 

not start a patient on methotrexate if I’m reasonably 

sure they won’t come in for the necessary blood tests. 

DERMATOLOGY TIMES: For a patient you are consid-

ering starting on an immunosuppressant, how long will 

you wait for that patient to respond to topical therapy 

before you move to something else? 

Dr. Knuckles: I’ll usually wait about 2 weeks. If I don’t 

see a response by then, I’ll switch to systemic therapy. 

I tend to move pretty fast.

Dr. Levine: I’ll usually wait a little longer, perhaps 1 

month, because the next step into systemic therapies 

is fairly significant. I want to make sure that patients 

have given the simpler, less expensive, and safer 

medications a try before I move forward with some-

thing else.

Dr. Siegfried: My practice is not restricted by insurance 

type or ability to pay, so the demand limits my ability 

to follow up as soon as I would like. Although frequent 

follow-up definitely supports better adherence, 1 

month is the best I can do and it’s usually 2 to 3 months. 

For children, it takes longer to recognize that they may 

have failed what I call “maximum conservative treat-

ment,” a failure which is often related to adherence. 

Dr. Zirwas: How does everyone feel about melatonin? 

A couple of studies have come out in favor of melato-

nin as improving objective measures of disease sever-

ity as well as quality of life and sleep quality in patients 

with AD.7,8 Combined with other recent studies that 

have shown anticholinergics such as hydroxyzine and 

doxepin effectively double an individual’s risk of devel-

oping Alzheimer’s disease late in life if taken for more 

than 3 years, I find myself recommending melatonin 

much more frequently, but I honestly can’t tell if it’s 

working in my patients with AD or not.9

Dr. Siegfried: I have recommended melatonin as a 

presumably safe and readily available, inexpensive op-

tion, but I have not seen any patients who have re-

ported that it was helpful. I have moved away from 

using sedating antihistamines in patients with AD. Not 

only is there growing literature about under-recognized 

neuropsychiatric risks but these are also not that effec-

tive.10,11 I recommend daily, nonsedating antihistamines 

for patients with dermatographism and a history sug-

gestive of concomitant hives.

I also caution patients about the lack of efficacy and 

risks of montelukast for treating eczema. This drug 

continues to be prescribed for patients with AD but can 

cause behavioral side effects in a subset of children. In 

addition, the chewables contain aspartame, which 

cross-reacts with formaldehyde and can cause sys-

temic allergic contact dermatitis in patients with form-

aldehyde allergy.12

DUPILUMAB FOR THE TREATMENT OF AD

DERMATOLOGY TIMES: Throughout this discussion, 

we have touched on how you all use dupilumab in your 

adult patients with moderate-to-severe AD, but let’s 

talk about some specific issues. First, when you pre-

scribe dupilumab, are you usually prescribing a corti-

costeroid along with it? 

Dr. Zirwas: Occasionally, I will. Whenever I am starting 

a patient on dupilumab, I ask the patient to truthfully 

tell me how miserable they are. I explain that on dupi-

lumab alone, if we’re lucky, it will be a couple of days 

before their itch starts getting better. If we’re not lucky, 

it might be 6 weeks before their itch starts getting bet-

ter. Do they want relief badly enough that it’s worth 

taking the small risk of getting a severe infection with 

a short course of systemic corticosteroid? I leave the 

decision up to them. I’m willing to prescribe it if they 

really are desperate for the relief, but most patients 

end up opting not to go on the steroid short term 

whenever they start dupilumab. 

Dr. Lio: I try as best I can to avoid using oral steroids 

in patients taking dupilumab. When we all first began 

using dupilumab, most patients were transferred over 
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increases in blood eosinophils from baseline to Week 4 were 130 and 10 cells/mcL 
UHVSHFWLYHO\��7KH�LQFLGHQFH�RI�WUHDWPHQW�HPHUJHQW�HRVLQRSKLOLD�������FHOOV�PF/��ZDV�
VLPLODU�LQ�'83,;(17�DQG�SODFHER�JURXSV��7UHDWPHQW�HPHUJHQW�HRVLQRSKLOLD���������
cells/mcL) was reported in <2% of DUPIXENT-treated patients and <0.5% in placebo-
treated patients. Blood eosinophil counts declined to near baseline levels during study 
treatment [see Warnings and Precautions (5.3)]. 

Cardiovascular (CV)

In the 1-year placebo controlled trial in subjects with asthma (AS Trial 2), CV 
thromboembolic events (CV deaths, non-fatal myocardial infarctions [MI], and non-fatal 
strokes) were reported in 1 (0.2%) of the DUPIXENT 200 mg Q2W group, 4 (0.6%) of the 
DUPIXENT 300 mg Q2W group, and 2 (0.3%) of the placebo group.

In the 1-year placebo controlled trial in subjects with atopic dermatitis (Trial 3), CV 
thromboembolic events (CV deaths, non-fatal MIs, and non-fatal strokes) were reported in 
1 (0.9%) of the DUPIXENT + TCS 300 mg Q2W group, 0 (0.0%) of the DUPIXENT + TCS 
300 mg QW group, and 1 (0.3%) of the placebo + TCS group.

6.2 Immunogenicity 

As with all therapeutic proteins, there is a potential for immunogenicity. The detection 
of antibody formation is highly dependent on the sensitivity and specificity of the assay. 
Additionally, the observed incidence of antibody (including neutralizing antibody) positivity 
in an assay may be influenced by several factors, including assay methodology, sample 
handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies to dupilumab in the studies 
described below with the incidence of antibodies in other studies or to other products may 
be misleading. 

Approximately 6% of subjects with atopic dermatitis or asthma who received DUPIXENT 
300 mg Q2W for 52 weeks developed antibodies to dupilumab; ~2% exhibited persistent 
ADA responses and ~2% had neutralizing antibodies.

Approximately 9% of subjects with asthma who received DUPIXENT 200 mg Q2W for 52 
weeks developed antibodies to dupilumab; ~4% exhibited persistent ADA responses, and 
~4% had neutralizing antibodies.

Approximately 5% of subjects in the placebo groups in the 52-week studies were positive 
for antibodies to DUPIXENT; ~2% exhibited persistent ADA responses, and ~1% had 
neutralizing antibodies.

The antibody titers detected in both DUPIXENT and placebo subjects were mostly low. In 
subjects who received DUPIXENT, development of high titer antibodies to dupilumab was 
associated with lower serum dupilumab concentrations [see Clinical Pharmacology (12.3)]. 

Two subjects who experienced high titer antibody responses developed serum sickness 
or serum sickness-like reactions during DUPIXENT therapy [see Warnings and 
Precautions (5.1)]. 

7 DRUG INTERACTIONS 

7.1 Live Vaccines 

Avoid use of live vaccines in patients treated with DUPIXENT. 

7.2 Non-Live Vaccines 

Immune responses to vaccination were assessed in a study in which subjects with atopic 
dermatitis were treated once weekly for 16 weeks with 300 mg of dupilumab (twice the 
recommended dosing frequency). After 12 weeks of DUPIXENT administration, subjects 
were vaccinated with a Tdap vaccine (Adacel®) and a meningococcal polysaccharide 
vaccine (Menomune®). Antibody responses to tetanus toxoid and serogroup C 
meningococcal polysaccharide were assessed 4 weeks later. Antibody responses to both 
tetanus vaccine and meningococcal polysaccharide vaccine were similar in dupilumab-
treated and placebo-treated subjects. Immune responses to the other active components 
of the Adacel and Menomune vaccines were not assessed. 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 

Risk Summary

Available data from case reports and case series with DUPIXENT use in pregnant 
women have not identified a drug-associated risk of major birth defects, miscarriage, 
or adverse maternal or fetal outcomes. Human IgG antibodies are known to cross the 
placental barrier; therefore, DUPIXENT may be transmitted from the mother to the 
developing fetus. There are adverse effects on maternal and fetal outcomes associated 
with asthma in pregnancy (see Clinical Considerations). In an enhanced pre- and post-
natal developmental study, no adverse developmental effects were observed in offspring 
born to pregnant monkeys after subcutaneous administration of a homologous antibody 
DJDLQVW�LQWHUOHXNLQ���UHFHSWRU�DOSKD��,/��5Į��GXULQJ�RUJDQRJHQHVLV�WKURXJK�SDUWXULWLRQ�
at doses up to 10-times the maximum recommended human dose (MRHD) (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies have a background risk of birth defect, loss or 
other adverse outcomes. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-fetal Risk

In women with poorly or moderately controlled asthma, evidence demonstrates that there is 
an increased risk of preeclampsia in the mother and prematurity, low birth weight, and small 
for gestational age in the neonate. The level of asthma control should be closely monitored 
in pregnant women and treatment adjusted as necessary to maintain optimal control. 

Data

Animal Data 

In an enhanced pre- and post-natal development toxicity study, pregnant cynomolgus 
monkeys were administered weekly subcutaneous doses of homologous antibody 
DJDLQVW�,/��5Į�XS�WR����WLPHV�WKH�05+'��RQ�D�PJ�NJ�EDVLV�RI�����PJ�NJ�ZHHN��IURP�
the beginning of organogenesis to parturition. No treatment-related adverse effects on 
embryofetal toxicity or malformations, or on morphological, functional, or immunological 
development were observed in the infants from birth through 6 months of age. 

8.2 Lactation 

Risk Summary

There are no data on the presence of dupilumab in human milk, the effects on the 
breastfed infant, or the effects on milk production. Maternal IgG is known to be present 
in human milk. The effects of local gastrointestinal and limited systemic exposure to 
dupilumab on the breastfed infant are unknown. The developmental and health benefits of 
breastfeeding should be considered along with the mother’s clinical need for DUPIXENT 
and any potential adverse effects on the breastfed child from DUPIXENT or from the 
underlying maternal condition.

8.4 Pediatric Use 

Atopic Dermatitis

Safety and efficacy in pediatric patients (<18 years of age) with atopic dermatitis have not 
been established.

Asthma

A total of 107 adolescents aged 12 to 17 years with moderate to severe asthma were 
enrolled in AS Trial 2 and received either 200 mg (N=21) or 300 mg (N=18) DUPIXENT (or 
matching placebo either 200 mg [N=34] or 300 mg [N=34]) Q2W. Asthma exacerbations 
and lung function were assessed in both adolescents and adults. For both the 200 mg 
and 300 mg Q2W doses, improvements in FEV

1
 (LS mean change from baseline at Week 

12) were observed (0.36 L and 0.27 L, respectively). For the 200 mg Q2W dose, subjects 
had a reduction in the rate of severe exacerbations that was consistent with adults. 
Safety and efficacy in pediatric patients (<12 years of age) with asthma have not been 
established. Dupilumab exposure was higher in adolescent patients than that in adults at 
the respective dose level which was mainly accounted for by difference in body weight 
[see Clinical Pharmacology (12.3)]. 

The adverse event profile in adolescents was generally similar to the adults [see Adverse 
Reactions (6.1)]. 

8.5 Geriatric Use 

Of the 1472 subjects with atopic dermatitis exposed to DUPIXENT in a dose-ranging 
study and placebo-controlled trials, 67 subjects were 65 years or older. Although no 
differences in safety or efficacy were observed between older and younger subjects, the 
number of subjects aged 65 and over is not sufficient to determine whether they respond 
differently from younger subjects. 

Of the 1977 subjects with asthma exposed to DUPIXENT, a total of 240 subjects were 
65 years or older. Efficacy and safety in this age group was similar to the overall study 
population.

10 OVERDOSE 

There is no specific treatment for DUPIXENT overdose. In the event of overdosage, 
monitor the patient for any signs or symptoms of adverse reactions and institute 
appropriate symptomatic treatment immediately. 

��� 3$7,(17�&2816(/,1*�,1)250$7,21�

Advise the patients and/or caregivers to read the FDA-approved patient labeling (Patient 
Information and Instructions for Use) before the patient starts using DUPIXENT and each 
time the prescription is renewed as there may be new information they need to know. 

Administration Instructions

Provide proper training to patients and/or caregivers on proper subcutaneous injection 
technique, including aseptic technique, and the preparation and administration of 
DUPIXENT prior to use. Advise patients to follow sharps disposal recommendations. 

Hypersensitivity 

Advise patients to discontinue DUPIXENT and to seek immediate medical attention if 
they experience any symptoms of systemic hypersensitivity reactions [see Warnings and 
Precautions (5.1)]. 

Conjunctivitis and Keratitis 

Advise patients to consult their healthcare provider if new onset or worsening eye 
symptoms develop [see Warnings and Precautions (5.2)]. 

Eosinophilic Conditions

Advise patients to notify their healthcare provider if they present with clinical features of 
eosinophilic pneumonia or vasculitis consistent with eosinophilic granulomatosis with 
polyangiitis [see Warnings and Precautions (5.3)].

Not for Acute Asthma Symptoms or Deteriorating Disease

Inform patients that DUPIXENT does not treat acute asthma symptoms or acute 
exacerbations. Inform patients to seek medical advice if their asthma remains 
uncontrolled or worsens after initiation of treatment with DUPIXENT [see Warnings and 
Precautions (5.4)].

Reduction in Corticosteroid Dosage

Inform patients to not discontinue systemic or inhaled corticosteroids except under the 
direct supervision of a physician. Inform patients that reduction in corticosteroid dose may 
be associated with systemic withdrawal symptoms and/or unmask conditions previously 
suppressed by systemic corticosteroid therapy [see Warnings and Precautions (5.5)].

Atopic Dermatitis Patients with Comorbid Asthma

Advise atopic dermatitis patients with comorbid asthma not to adjust or stop their asthma

treatment without talking to their physicians [see Warnings and Precautions (5.6)].  
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from cyclosporine, azathioprine, or methotrexate, so 

that was a bridge for those people. In today’s environ-

ment, as we noted earlier, there will be a percentage of 

patients who won’t be helped at all by dupilumab, so 

those are the patients in whom I will use full-dose cy-

closporine for a few weeks to cool things down.

I’ve also had a few patients who have done well on 

weekend-dosing cyclosporine, which has typically been 

used as a psoriasis treatment. A study done a few years 

ago showed that this sort of regimen can be effective 

in AD, and my experience has been largely positive as 

well.13 I have patients take a full dose of cyclosporine 

on Saturday and Sunday only along with their twice-

monthly dupilumab. The cyclosporine has helped to 

extend the impact of the medication. There will be 

some patients who flare 7 to 10 days after every dose 

of dupilumab, so this is an option for those patients 

who can’t quite make it to a full 2 weeks.

I do have a few female patients in my practice for 

whom I have been able to successfully argue for week-

ly dupilumab. You can imagine, though, how difficult it 

was convincing their insurance companies. In a handful 

of others who might have seen benefit from weekly 

dosing, I have not been able to achieve coverage.

Dr. Zirwas: I tried the weekend regimen of cyclospo-

rine in a few of my patients in the pre-dupilumab era, 

and it didn’t do much. I can see the logic, however, of 

using a regimen like that for those patients who are 

mostly better but are getting the breakthrough rash a 

few days before their next injection of dupilumab.  

DERMATOLOGY TIMES: How do the rest of you use 

dupilumab in your patients with AD?

Dr. Knuckles: In Kentucky, it’s unfortunately mandated 

by all our insurance providers that AD patients need to 

fail at least one nonsteroidal topical medication—

typically either pimecrolimus or tacrolimus—or an im-

munosuppressant for at least 30 days before they will 

approve something else. I call it the “one and done” 

rule. The nice part about it is that it allows me to by-

pass other systemic agents and go right to dupilumab.

My practice is in a semirural area and I have a lot of 

patients who drive several hours to see me, so it’s not 

often realistic to have them see me 2 weeks after their 

initial injection. Instead, I’ll have them call my office to 

tell me how they are doing.

Dr. Levine: I don’t typically use a bridge drug when I 

start a patient on dupilumab, but for those who are 

using a systemic agent such as cyclosporine or metho-

trexate already, I’ll usually keep them on it for at least 

a month. It can take several weeks for dupilumab to 

begin having an effect, but if there is improvement 

when the patient comes back for that initial 1-month 

visit, I’ll discontinue their systemic drug and continue 

with dupilumab into the sunset. The one thing I do tell 

my patients is that if they are not better after 3 months 

of dupilumab, we’re going to stop. 

DERMATOLOGY TIMES: What are some of the more 

common and significant adverse events you have seen 

in patients starting dupilumab? 

Dr. Lio: Conjunctivitis has been probably the biggest 

issue. It occurs in approximately 10% of patients who 

start dupilumab, and I’ve had to take a handful of pa-

tients off of therapy. I wrote a paper recently that focused 

on a case series of 12 patients with AD who developed 

conjunctivitis secondary to their use of dupilumab. We 

found that severe conjunctivitis was more likely to de-

velop in patients with more severe baseline AD who had 

a good response to dupilumab and an increased atopic 

phenotype, so from that perspective, it is unfortunate.14

But there has been a silver lining. In each of the 4 

patients in whom we had to discontinue dupilumab, 

their AD remained relatively improved and stable up to 

18 weeks after cessation. No one regressed to baseline 

or had a rebound flare.14 This shows me that perhaps 

dupilumab does not have to be a lifelong therapy in all 

of our patients and that there may be hope of remis-

sion in at least some patients.

There is vicious cycling in AD. The skin barrier is 

broken, the immune system has gone crazy, allergens 

and irritants are getting in, bacterial imbalance is ram-

pant, and behavioral aspects are practically uncontrol-

lable. The whole thing is a mess. But perhaps if you can 

get it all back into a virtuous cycle, now the skin barrier 

heals, now the immune system calms down, now the 

little nerve endings to the skin regress back down, and 

that can become the patient’s “new normal.” Maybe it 

just requires maintenance dosing of cyclosporine or 

dupilumab every 3 months. It’s a hypothesis at this 

point, but something worth thinking about.

Dr. Zirwas: A recent patient of mine who developed 

conjunctivitis had a close friend who is an optometrist. 
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They kept trying different drops to see if anything 

would work while this patient stayed on dupilumab.

He ended up using lifitegrast, a drop commonly used 

to treat chronic dry eye. It’s a competitor to cyclospo-

rine ophthalmic, with which we are likely more familiar. 

This patient had significant conjunctivitis for several 

months and had tried and failed several previous 

drops, including cyclosporine and steroid drops, but 

his response to lifitegrast was remarkable. His conjunc-

tivitis basically resolved immediately.

Lifitegrast is an interesting agent. It blocks the inter-

action between lymphocyte function-associated anti-

gen-1 (LFA-1) and its ligand intercellular adhesion 

molecule-1 (ICAM-1). It is considered safe for long-term 

use.15 My experience with it was only in this patient, so 

we will have to see if it is repeatable, but it’s the one 

example I know of a patient with dupilumab-related 

conjunctivitis who got better.

Dr. Siegfried: I’ve had the same experience with lifite-

grast. It definitely needs further evaluation. 

DERMATOLOGY TIMES: Are there any other potential 

side effects that you point out to your patients before 

they start dupilumab? 

Dr. Levine: Injection site reactions are a possibility. 

You’ve got to tell patients in advance that they may 

have soreness for about 24 hours after an injection.4

Dr. Lio: I will typically mention two other concerns. 

Although extremely rare, it is possible to have a sys-

temic reaction to the injection itself.4 I am also always 

sure to ask patients if they will be traveling to a place 

where they may be exposed to parasites before start-

ing them on dupilumab. I had one patient who was in 

the midst of filling out the paperwork to start on dupi-

lumab, and he started telling me about some upcom-

ing work he would be doing in remote villages in Africa. 

I told him we would wait until he came back to start the 

drug. I was a little worried that if he was exposed to a 

parasite while abroad, his immune response to the 

parasite could be impaired.

DERMATOLOGY TIMES: What is the impact of dupil-

umab on patients with contact dermatitis?

Dr. Zirwas: My experience is that dupilumab often 

makes it worse. I’ve had a number of patients who were 

diagnosed with AD by outside dermatologists who 

then put them on dupilumab. When I saw these pa-

tients, their rash was worse and we patch tested them. 

Typically, results showed they had contact dermatitis, 

so we modified their treatment and they got better. 

Dr. Siegfried: While I agree that dupilumab does not 

have proven efficacy in contact dermatitis, there are a 

growing number of reports on the subject.16 Improve-

ment has been reported more often than worsening. 

Although we have yet to determine which allergens 

may be more or less responsive to Th2 blockade, a 

trial of dupilumab can benefit some patients, espe-

cially adults with secondary contact dermatitis.

Dr. Zirwas: In the literature, the data are certainly 

mixed. There are some case reports showing that du-

pilumab is effective in patients with contact dermatitis 

and some showing it is ineffective.17

The problem is that in many studies showing dupil-

umab works in patients with contact dermatitis, the 

benchmark criterion defining the condition was a 

positive skin patch test. In these reports, if a patient 

had a positive patch test and was treated with dupil-

umab and got better, that patient was characterized by 

the authors as having contact dermatitis responding to 

dupilumab.

But it’s not that simple. I patch test dozens and doz-

ens of bad atopics every year. The vast majority of the 

time, when patients have a positive patch test and I 

have them avoid the allergen, they don’t get better. I 

then treat them for AD, and they do get better. In these 

patients, what is really going on is that they have AD 

and a positive patch test that is not relevant to their 

dermatitis. When they get better on dupilumab, it is 

not because the dupilumab worked for contact derma-

titis, it is because the dupilumab worked for AD.

Dr. Siegfried: By the same token, if they have a nega-

tive patch test, it doesn’t mean they don’t have contact 

dermatitis.

Dr. Zirwas: Exactly. A positive patch test doesn’t mean 

someone has contact dermatitis, and a negative patch 

test doesn’t mean they don’t. The only way to defini-

tively diagnose contact dermatitis is to have someone 

avoid an allergen and get better, then re-expose them 

to the allergen and see their dermatitis return. A posi-

tive patch test is not even required in many cases.
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Let’s take an example. You have a 50-year-old man 

who has had a rash for 3 years on his upper back, flank, 

and anterior thighs. He has a positive patch test to fra-

grance, biopsy shows spongiosis, he has no history of 

childhood rashes, no other allergies, no hay fever, and 

no asthma, but he does have a second cousin who is 

allergic to cats. According to the Hanifin and Rajka cri-

teria, that person has AD, and according to the patch 

test, they may also have contact dermatitis. Now, which 

is it? Do they have one or the other, or both? They cer-

tainly don’t have classic AD. The only way to find out if 

it is contact dermatitis or AD is to do allergen avoidance 

and see if they get better. If they do, we have confirmed 

contact dermatitis and don’t have to do anything else. 

If they don’t, then we have essentially ruled out contact 

dermatitis and initiate a trial of dupilumab. If they get 

better, we still don’t know if they truly have AD that 

improved thanks to dupilumab or if they have dermati-

tis NOS that was helped by dupilumab. 

What I’m getting at is because dupilumab has 

worked for me in essentially every case of “noncontact 

dermatitis” that I’ve treated—whether classic atopic 

dermatitis or not—I don’t know if I should be thinking, 

“Gee, there are a lot of people with adult-onset der-

matitis that gets better with dupilumab, and as it gets 

better on dupilumab, it must be adult onset AD” or if I 

should be thinking, “Well, because it isn’t classic 

atopic dermatitis, it must be dermatitis NOS, and this 

must mean that dupilumab works for dermatitis NOS 

and not just for AD.” I don’t know which one of those 

is the right answer. I also don’t know how you would 

answer that question right now. 

DERMATOLOGY TIMES: This has been a terrific dis-

cussion. We want to thank you all for your insights. I 

hope that our audience is able to take away some help-

ful information from our discussion to inform their 

practice’s approach to the management of moderate-

to-severe AD. ■
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