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BRIEF SUMMARY OF PRESCRIBING 

INFORMATION

INDICATIONS AND USAGE

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 
frequency of application, or substitute with 
a less potent corticosteroid. If signs and 
symptoms of steroid withdrawal occur, 
supplemental systemic corticosteroids may 
be required.

Systemic effects of topical corticosteroids 
may also manifest as Cushing’s syndrome, 
hyperglycemia, and glucosuria. These events 
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 
effects by mitigating the risk factors favoring 
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
Sernivo is a trademark of  
Promius Pharma, LLC. 
Issued: 02/2016
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“Helping people with their dermatologic 
problems and seeing their response 
to my treatment HAS defi ned my life.”

R
ecently I got the ultimate measure of 
success from a former patient of mine. 
I received a letter from a patient born 
with a port wine stain that I had per-

formed laser treatment on 35 years ago, when she 
was just seven years old. Along with the letter, 
she included a recent photograph of herself to 
show how she looks today. While there were still 
small vestiges of the port wine stain remaining, 
she reported that she felt good enough about her 
appearance to be comfortable going out in public 
without makeup. She also reported being mar-
ried and the mother of three children (none of 
whom had any birthmarks, which she said was 
one of her biggest worries), and that she couldn’t 
thank me enough for making her life “whole.” 
Wow, talk about success, this letter did it for me!

MEASURES OF SUCCESS

Many professionals have decided for themselves 
how to defi ne success. For a number of people, 
that defi nition might include a nice home, fancy 
car, corner offi  ce, exotic travel or simply the lux-
ury of free time. It seems to me that, in many pro-
fessions, wealth has become the index of success 
that is most commonly used. 

According to a 2017 study by the Economic 
Policy Institute in Washington, D.C., of the 
350 largest American fi rms, the average salary 
for their CEO’s was $18.9M. A salary that would 
certainly meet my defi nition of success! However, 
it’s only when one learns that this salary is 312 
times what the average worker earns that nearly 
everyone would accept the fact that this salary has 
achieved a true level of success. To put an even 
sharper point on this subject, a recent copy of 
The Economist reported that the new chief exec-

utive of General Electric, Larry Culp, has been 
awarded a contract that could pay him an annual 
salary of $237M! That certainly would exceed 
any defi nition of success for which money is used 
as the metric. 

Of course business is not the only endeavor 
where money can be used to define success. 
Sports of all kinds, from soccer to basketball to 
golf to tennis and football, where many players 
and coaches alike can be found with multimillion 
dollar contracts or huge payouts from victories on 
the courts, fi elds, or courses. 

Success in sports can also be defi ned by vic-
tories or titles. Here, the measurement of suc-
cess might include victories in the World Cup, 
the Kentucky Derby, World Series, PGA, or 
Superbowl. 

The letter from my patient caused me to refl ect 
on my own defi nition of “success.” Coming from 
a fi nancially disadvantaged family where money 
was always tight surprised me that monetary suc-
cess hasn’t defi ned my life.

MY DEFINITION(S) OF SUCCESS

At diff erent periods of my medical career, I’ve 
chosen to partially defi ne success using diff er-
ent metrics. Early on, the number and quality of 
my publications served me as a sign of success. 
This defi nition slowly evolved for me to include 
the quality of research I was performing, interac-
tions with my colleagues and the level of research 
support I received. 

Further refi nement of my defi nition of success 
later in my career included the types of invitations 
I received to speak at professional meetings, aca-
demic titles and elections to various professional 
society leadership positions. 

However, one of the most consistent areas that 
helped defi ne success for me over the years was 
watching my former students, residents, fellows 
and colleagues achieve success of their own. It’s 
very much like being a proud father witnessing 
former trainees attain success of their own clini-
cally, academically, or politically and know that I 
played a small role in that process.

The second area that has consistently helped 
defi ne success for me has been in the clinical set-
ting. Nothing is more rewarding that obtaining a 
favorable outcome from some dermatologic treat-
ment I’ve provided. 

I feel success when I can see both the physi-
cal and psychological improvement in a teenage 
acne patient after only a few months of my treat-
ment. The same can also be said about patients 
with psoriasis or atopic dermatitis or skin cancer. 
Those emotional rewards are certainly consider-
able but they are often seen relatively quickly after 
institution of treatment. 

 In my own experience, it hasn’t been money or 
things like achieving full professor status at mul-
tiple institutions, chairmanship of three depart-
ments and election to the presidency of four pro-
fessional societies that have defi ned my life. 

Helping people with their dermatologic prob-
lems and seeing their response to my treatment 
HAS defi ned my life. 

That is what has made me the physician I 
always wanted to be, and that is what makes me 
feel successful. 

My only wish for everyone reading this column 
is that you are also successful in achieving your 
defi nition of success, whatever that may be — for 
only then will your life feel “whole.” e

What’s your defi nition of success?

by DR. RONALD G. WHEELAND, M.D.

Dr. Wheeland is in private practice in Tucson, Ariz. He is a past president of the American Academy 

of Dermatology, the American Society for Dermatologic Surgery and the American Society for Laser 

Medicine and Surgery. He is a member of the Dermatology Times editorial board and a co-medical editor.
SUCCCCEESSS



“Physicians are forbidden from even 
acknowledging that person was a patient.”
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Dr. Derm is beyond upset. He reaches out to his 
attorney to ask how something placed on the pub-
lic domain by a patient, then used by him can be 
a violation of health care privacy? 

When can a physician disclose protected health 
care information?

What is clear is that a covered entity, such as 
a physician’s practice or health system can dis-
close protected health information (PHI) in a 
couple of diff erent scenarios: 

1) The patient provides his/her formal writ-
ten authorization, and/or 

2) there is a statutory exception to requiring 
formal written authorization.

An appropriate compliant HIPAA authoriza-
tion has a number of requisite details. The require-
ments include a description of who is authorized 
to make the disclosure and receive the PHI, a 
specifi c and meaningful description of the PHI, 
a description of the purpose of the disclosure, an 
expiration date or event, signature of the indi-
vidual authorizing the use or disclosure of her/
his own PHI and the date, information concern-
ing the individual’s right to revoke the authoriza-

tion, and information about the ability or inabil-
ity to condition treatment, payment, enrollment 
or eligibility for benefi ts on the authorization.

Conversely, there are situations when a phy-
sician does not need a patient’s written authori-
zation for every disclosure. These invariably are 
where there is a statutory basis for the exception. 

For example, the broadest exceptions are 
known as Treatment and Payment Operations. 
Within those categories, a dermatologist does not 
need a patient’s authorization to disclose PHI to 
get paid or to send information to another treat-
ing doctor to take care of a patient. These excep-
tions are clearly spelled out in the HIPAA statute.

Thus, if a patient has described her healthcare 
journey with Dr. Derm on his or her Facebook 
page, can he say thanks? Or can Dr. Derm even 
“correct the record” if the posting is incorrect?

The reality is that unless Dr. Derm has the 
patient’s authorization, the answer is no. 

In fact, physicians are forbidden from even 
acknowledging that person was a patient. It can 
be argued that it is absurd that a patient might 
publish every detail about his or her care and, 

yet, Dr. Derm must remain silent — even if the 
record is full of inaccuracies. 

It’s doubly absurd because Dr. Derm  may not 
be disclosing any more than the patient already 
disclosed on his or her own. But, the regulations 
on this are clear.

A recent Connecticut case highlights this issue: 
In 2015 a patient contacted a local TV sta-

tion stating a medical practice turned her away 
because she had a service animal. The reporter 
called the practice for its side of the story. The 
physician’s offi  ce, in defending themselves, dis-
closed PHI.

A subsequent Offi  ce of Civil Rights investi-
gation found that the doctor’s discussion with 
the reporter demonstrated a reckless disregard 
for the patient’s privacy rights, and that the dis-
closure occurred after the doctor was instructed 
by the practice’s own privacy offi  cer to either 
not respond to the media or to respond with 
no comment.

Additionally, the Offi  ce of Civil Rights’ inves-
tigation revealed that the medical practice failed 
to take any disciplinary action against the doc-
tor or to take any corrective action following the 
impermissible disclosure to the media, the state-
ment notes. 

The medical practice was found liable and 
forced to pay $125,000 for this violation. 

There are now documented million dollar 
fi nes to hospitals for similar violations. 

What appeared to be a simple benign action 
by Dr. Derm may in fact be a HIPAA violation. 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 is a well-known specialist in the use of biologic agents for psoriasis. He has 

many happy patients. One of them described in detail on her social media site her 

course of treatment and the great results she had seen. Dr. Derm sees this as a great 

chance to promote himself and uses these accolades on his own social media sites 

and website. He assumed that he did not need her permission. The patient finds out 

about this and sues Dr. Derm for a HIPAA violation and demands $500,000. 

How social media leads to a HIPAA violation

HIPPAA

legal eagle
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Q What is cleanser mildness?
Mildness is a common advertising claim asso-
ciated with liquid and bar cleansers. Cleans-
ing requires a delicate balance between 
achieving excellent skin hygiene and main-
taining the stratum corneum barrier. 

During cleansing, micelles are created with 
external hydrophilic groups surrounding an 
internal lipophilic pocket. These micelles can 
surround oily substances, such as sebum, dis-
persing the oil in water for removal and rins-
ing. Unfortunately, the micelles can also sur-
round the oily intercellular lipids, damaging 
the skin barrier. 

The bipolar structure of skin soils is sim-
ilar to the fatty acids, cholesterol, and cera-
mides comprising the lipid bilayers of the stra-
tum corneum. 

Mildness is important because cleanser-
induced barrier damage increases transep-
idermal water loss (TEWL) and facilitates 
removal of natural moisturizing factor, which 
acts as a sponge to hold water in the skin.

This dehydration leads to alterations in 
stratum corneum function leading to des-
quamatory failure with increased corneocyte 
retention. This is the mechanism by which 
cleansers induce the rough scaly skin.

Q What are the chemical 
characteristics of mild cleansers?
The component of soap that induces barrier 
damage is the high charge density of the car-
boxyl head group, which promotes strong 

protein binding. This chemistry provides 
excellent cleansing, but damages stratum cor-
neum proteins, denatures enzymes, and alters 
corneocyte water holding capacity.

It is possible to predict the barrier damaging 
characteristics of a cleanser by examining the 
balance between shorter soluble chains (C12, 
C14) and longer, less soluble chain lengths (C16, 
C18) of the soap fatty acids. Soaps with a higher 
soluble short chain component are less skin 
damaging. Shorter soluble chains are found in 
plant-derived ingredients, such as C12 coconut 
fatty acids. The longer soluble chains are from 
animal-derived ingredients, such as C18 ren-
dered animal fat. Thus, the shorter chains are 
preferred due to reduced barrier damage. 

Interestingly, these short plant-derived chains 
also exhibit increased lathering ability, which is 
considered desirable by consumers when cleans-
ing, even though lathering ability has no relation 
to good hygiene or cleanser mildness.

Q What is the test for cleanser 
mildness?
While mildness can be estimated by examin-
ing the chemistry of a cleanser, testing is still 
required to determine the fi nal skin eff ects. 
The most important consideration in cosme-
ceutical cleansers is mildness. Usually, a new 
cleanser formulation is fi rst tested in vitro fol-
lowed by in vivo and use testing prior to mar-
keting. The most commonly used in vitro
screening tests to evaluate the irritant poten-
tial of cleansers are the collagen swelling test, 
pH rise test, and zein test.

The collagen swelling test employs a one 
square centimeter collagen sheet, which is 
incubated for 24 hours at 50 degrees C with a 
solution of the fi nished cleanser product at 1% 
of the dry extract at its own pH. The collagen 
is weighed before and after exposure to deter-
mine the amount of swelling. More swelling 
indicates potential increased cleanser irrita-
tion as the collagen is absorbing more water 
due to protein denaturation. 

Another approach to assessing cleanser 
irritation is to examine pH increase. Alkalin-
ization of the skin is always associated with 
irritation. This test incubates equal volumes 
of a 2% solution of bovine serum albumin at 
a pH of 5.6 with a 2% solution of the cleanser 
at room temperature. The pH of the solu-
tion is measured in one hour. Greater pH rises 
indicate the potential for increased product 
irritation.

Finally, the zein test can be used to predict 
cleanser irritation. This is probably the most 
popular of the in vitro cleanser irritancy eval-
uations. The zein test utilizes a protein that 
is insoluble in aqueous solution until dena-
tured by irritating cleansers. The protein and 
cleanser are mixed to determine how much of 
the protein is solubilized. The more protein 
solubilized, the more irritating the cleanser 
may be when used on human skin. Of course, 
these predictive in vitro tests can be used to 
refi ne formulations and predict cleanser suit-
ability, but are not a replacement for actual 
human-use testing. e

Cleanser mildness concepts

“Lathering ability is considered desirable, 
but it has no relation to hygiene or mildness.”

by DR. ZOE DIANA DRAELOS

Dr. Draelos is a consulting professor of dermatology, 

Duke University School of Medicine, Durham, N.C.
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Proprietary Hydrous Emulsified Base
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
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 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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INNOVATION

W
hat exactly is digital health? The 
scope and definition of digital 
health is broadening and now, 
it seems, digital health is essen-

tially anything that isn’t a drug or traditional med-
ical device. 

It encompasses hardware (mobile phones, weara-
ble sensors), software (AI, machine learning, mobile 
phone apps), and digital communication platforms 
(telemedicine, text, email) to improve health. 

Over the past three years, digital health has seen 
tremendous growth with many fi rsts. The fi rst arti-
fi cial intelligence technology was approved by the 
FDA (IDx-DR) for the diagnosis of diabetic retin-
opathy based on retina images in 2018. While 
there are many clinical decision software systems 
approved by the FDA, IDx-DR is the fi rst that oper-
ates completely without the need for further physi-
cian interpretation. 

The pivotal trial of the system included more than 
11,000 images from 5000 patients showing speci-
fi city and sensitivity that exceeded 90% 1. There are 
now FDA-approved mobile apps that treat opioid 
addiction (2017)2 and contraception3 (2018). ABIL-
IFY MYCITE®, approved by the FDA in 2017 as a 
drug-device combination, represents the fi rst digital 
medicine designed to track drug ingestion. In 2018, 
Otsuka, the makers of Abilify, and Proteus, the mak-
ers of the ingestible sensor, agreed to an expanded 
fi ve-year digital pill partnership.4

Dermatology has been an active area for digital 
health and a key beachhead. AI has already been 
shown to demonstrate equal — and even slightly 

better — performance to board-certifi ed derma-
tologists in diagnosing skin cancer.5

Apps for melanoma detection have a checkered 
past—Mole Detective, for instance, was marketed 
to be able to diagnosis melanoma and faced fi nes 
from the Federal Trade Commission for doing so. 
SkinVision, available only in Europe currently, has 
a CE-mark and boasts more than one million users 
with nearly 3.5 million images. The company is 
focused on skin cancer with an initial assessment 
done via software with a high-risk assessment lead-
ing to a review by a dermatologist. For challenging 
rashes and infl ammatory skin diseases, VisualDx 
released a consumer app in 2018 called AYSA that 
uses machine learning to identify infl ammatory 
skin conditions and make preliminary recommen-
dations for self-help and treatment.6 These innova-
tions represent important examples of how digital 
health is impacting dermatology.

While there is no shortage of articles that predict 
the demise of physicians, digital health is so much 
more than simply replacing doctors with an algo-
rithm. The demand for dermatological services far 
exceed the supply of board-certifi ed dermatologists 
— the practice of dermatology by non-dermatolo-
gists leads to signifi cantly higher diagnostic error.7

Digital health has an opportunity to close that gap 
by improving patient triage to  dermatologists. Even 
if AI and mobile applications can detect suspicious 
lesions or recommend biopsy, a dermatologist is still 
needed to discuss the procedure, perform the pro-
cedure, and handle the aftermath with regard to the 
need for further testing or treatment options. 

Non-diagnostic mobile phone applications have 
the opportunity to drive greater patient engage-
ment by off ering more education beyond what lit-
tle time we have with our patients and even deliver 
behavioral health interventions to address the sig-
nifi cant psychiatric comorbidities associated with 
dermatological diseases. Wearable sensors and the 
data they produce can drive far deeper insights on 
the impact of skin disease on daily life and track 
changes in a naturalistic setting. 

Through engagement with digital health, der-
matologists can direct implementation that best 
improves patient care. e
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“Through ... digital health, 
dermatologists can direct implementation 
that best improves patient care.”

Digital health and dermatology

by STEVE XU, M.D., FAAD
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.
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T
here are warning signs that purpura 
can be potentially life threatening, 
says Roderick Hay, D.M., FRCP, a 
consultant dermatologist with a spe-

cial interest in infectious disease.
Purpura occurs when blood escapes from 

the vascular system into the skin. It can mani-
fest in various ways from very small petechiae 
to large bruises, but despite its presentation, 
“they are all manifestations of the same prob-
lem. Although, the more most severely aff ected 
you are, the greater the leak is likely to be,” said 
Dr. Hay, of King’s College Hospital in London.

There are three main causes of purpura:  
Disorders of platelets, disorders of coagula-
tion and vasculitis. These are not mutually 
exclusive, he explains, because if platelets and 
the factors involved in 
coagulation have been 
destroyed or incapac-
itated, coagulation is 
disrupted.

During a session 
on life threatening 
diseases in dermatol-
ogy held at the Euro-
pean Academy of Dermatology and Venerol-
ogy Congress last September in Paris, Dr. Hay 
outlined some potentially life-threatening con-
ditions in which purpura is involved and which 
are often related to infections.

LIFE THREATENING CONDITIONS

The fi rst of these is purpura fulminans, a rare 

clinical
24
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Investigators look at how to improve 

patient recruitment for clinical trials.

32 SKIN HEMORRHAGING

Accurate lesion categorization aids 

treatment.
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An accurate 
diagnosis 
is critical.

Patients may require 
circulatory support 

and reversal of clotting 
abnormality.

Treatment of the 
underlying infection or 

other disease is essential.
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} 1 Pictured here is 
severe streptococcal 

cellulitis with 
extensive purpura 

in an otherwise 
healthy individual. 

IMAGE: RODERICK HAY, M.D., 

KINGS COLLEGE LONDON.

1.



https://www.galderma.com/au/
mailto:preboard@galderma.com
https://www.galderma.com/au/


T
he popularity of social media has 

created a new opportunity for the 

research community to recruit study 

participants. 

Recent data indicate that nearly 70% of 

U.S. adults use some social media1. Coin-

ciding with the surge of social media adop-

tion, study teams increasingly report the use 

of social media to enhance recruitment in 

clinical research with promising but mixed 

results2,3. Recruitment of study participants is 

a signifi cant problem, particularly in clinical 

trials. It remains a critical roadblock to suc-

cessful clinical and translational research4,5. 

In this issue of Dermatology Times, Katz 

and colleagues describe the results of a tar-

geted advertising strategy on social media 

and search engines for 150 days. The goal 

was to recruit patients with moderate to 

severe atopic dermatitis in a randomized, 

double-blind, placebo-controlled, phase 

three trial and to evaluate the effi cacy and 

safety of tralokinumab monotherapy.

While the authors cogently describe the 

need for new solutions to enhance clinical trial 

recruitment and the potential of social media, 

they overlooked the importance of methodol-

ogy and data transparency. For example, to 

assess the recruitment success, it is essential to 

provide the exact measurements (rather than 

estimates “over 15,000 people being direct-

ed to the customized landing page through 

the advertisement”) and to include propor-

tions such as enrollment rate1* or the message 

click rate2* to look at potential selection bias 

and generalizability issues. Equally important 

is to discern recruitment results by digital plat-

form (they also mention search engine mar-

keting via Google) and to include any data 

the authors used for comparisons. 

Katz and colleagues conclude that the 

social media approach resulted in “signifi -

cant improvement compared to similar pre-

vious trial engagements.” Another critical 

aspect is the transparency about the num-

R
andomized controlled trials (RCT) are the gold stan-
dard for studying the safety and effi  cacy of new treat-
ments. The most important factor involved in these 
trials are the patients. Patients, however, are also one 

of the most unreliable factors creating signifi cant struggles in 
terms of recruitment and dropout rates. Today, around 30% 
of the total clinical trial time used during development of a new 
drug can be attributed to patient recruitment(1). Only one-third 
of clinical trials manage to meet their target for patient recruit-
ment within the predefi ned period for patient recruitment(2). 
There is an urgent need to improve these statistics and get more 
people to sign up for clinical trials.

For patients, RCT often provide an opportunity to get access 
to free medical care involving either standard treatment for their 
condition or an investigational drug. In fact, emerging research 
suggests that patients participating in clinical trials have better 
treatment outcomes than patients who have not participated in 
a clinical trial(3).

However, despite an extensive need for patients willing to 

participate in trials, only a fraction of eligible patients are off ered 
the chance to participate. This is largely due to limited aware-
ness amongst patients(4), and the fact that traditional methods 
for study recruitment focus mainly on recruiting subjects from a 
site’s existing patient fl ow or population(5). As a result, the demo-
graphics of the recruited population most often refl ect the site’s 
patient population, but not necessarily the patient population 
at large(6). 

Trial site start-up and management is expensive for spon-
sors(7), so most try to limit the number of sites. This may explain 
why patients who live outside the catchment area or are being 
treated elsewhere (which, by far, is the majority of eligible 
patients), may not be off ered participation in a trial. Meanwhile, 
as sites are often involved in several trials with similar eligibil-
ity criteria, situations may arise where one trial is competing 
against other trials for recruitment from the same patient pool(8). 

For pharmaceutical sponsors, delays in novel drug devel-
opment could cost millions of dollars in lost revenue(9). For 

Digital recruitment 
for clinical studies
BRUCE E KATZ, M.D.; ALEKSANDER EIKEN, M.D.; VALERIJA MISEV, M.D.;  AND, JOHN ROBERT ZIBERT, M.SC., PH.D. | Staff  Correspondent

Recruitment time for 
phase three A trial 
was shortened by 

two weeks with the 
Studies & Me 

online platform.

For the New York 
site, study subjects 

were prequalifi ed 
via teledermatology.

Seven patients with 
severe AD were 

randomized over 
three months.
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Improving the reporting of social 
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patients, delays in market approval of new drugs 
due to prolonged patient recruitment could mean 
reduced life quality, suboptimal treatment out-
comes and potentially avoidable deaths. For pay-
ers, new drugs increase the market competition, 
which often results in more cost-effi  cient care. 

It’s in everyone’s interest to improve patient 
recruitment for clinical trials, but how do we solve 
this emerging problem?

ONLINE RECRUITMENT 

Industries throughout the world are fi nding that 
the adoption of digitalization can optimize busi-
ness operations making transactions convenient 
and effi  cient for customers. In 2017, 81% of people 
in developed countries—or, 48% of the world’s pop-
ulation—had internet access. In April 2018, 4.1 bil-
lion people used the internet(10), 3.2 billion of these 
people were active on social media(11) where Face-
book was the most predominantly used service by 
its 2.2 billion users(12). In other words, social media 
and digital platforms posit an eff ective opportunity 
for reaching more patients that refl ect the demo-
graphic of the general patient population.

There are several digital platforms designed to 
optimize patient recruitment (i.e. clinicaltrials.gov, 
trialx.com, antidote.me), building patient commu-
nities (i.e. clarahealth.com, patientslikeme.com, 
bethepartner.com) or through scanning elec-
tronic medical records (i.e. deep6.ai, epatient-
fi nder.com).

However, to our knowledge only one com-
pany, Studies&Me of Denmark (www.studie-
sandme.com), has developed a solution that lev-
erages qualifi ed dermatologists to evaluate poten-
tial patients. After seeing an ad, patients are guided 
to a customized landing page where they are pre-
sented with general information about clinical tri-
als before entering a pre-qualifi cation process via 
store-and-forward telemedicine involving a team 
of remote dermatologists and artifi cial intelligence. 
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} RECRUITMENT  FROM PAGE 26 an add-on recruitment strategy in a “randomized, 
double-blind, placebo-controlled, phase three 
trial to evaluate the effi  cacy and safety of tralok-
inumab monotherapy in subjects with moderate 
to severe atopic dermatitis who are candidates for 
systemic therapy (ClinicalTrials.gov Identifi er: 
NCT03131648).” Four study sites for this trial 
leveraged the platform (one in New York, N.Y.). 

Social media campaigns for patient recruitment 
were published over the course of 150 days with 
over 15,000 people being directed to the custom-
ized landing page. Of these, over 1,500 signed up 
to be pre-screened for study eligibility. Patients 
answered the pre-screening questionnaire, pro-
vided consent and submitted a self-taken picture of 
a representative skin lesion. Of the patients living 
in proximity of the site, 46 patients were consid-
ered eligible to participate in the study by a remote 
dermatologist. The patients had a maximum travel 
distance of 10 miles to the site. Contact informa-
tion of these patients were via an encrypted portal 
transferred to the study site. 

All patients were contacted by phone or e-mail 
by the New York investigator where 27 patients 
responded, and 20 were scheduled for a screening 
visit. Of this group, nine of the scheduled screen-
ings took place (the remaining patients either with-
drew consent or didn’t show up). Finally, seven 
patients had a positive screening and all seven were 
randomized to participate in the trial. Of the 1,500 
patients who signed up, additional patients were 
transferred and randomized with the three other 
sites involved in the recruitment initiative(13).

This pilot recruitment initiative highlights that 
digital recruitment platforms can off er an eff ec-
tive alternative to the traditional approach, even 
for studies with complex eligibility criteria. The 
screening failure rate of the digitally referred sub-
jects in this pilot was similar to rates obtained in a 
recent, similar study of patients with severe atopic 
dermatitis (22% vs. 22%)(14), but when compar-
ing the average number of days used per site per 

This process is designed to direct patients to the 
sought after clinical study at the closest possible 
site.

The process is made possible by a team of 
healthcare providers, digital developers and data 
scientists. The entire process can be completed 
in less than 48 hours:  From clicking on the adver-
tisement to signing up, pre-screening, and trans-
ferring contact information to a trial site. 

PILOT STUDY

The Studies&Me platform was recently piloted as 

DIGITAL RECRUITMENT PLATFORMS 

CAN OFFER AN EFFECTIVE ALTERNATIVE 

TO THE TRADITIONAL APPROACH.

METHODS  Social media campaigns for pa-

tient recruitment were published over the 

course of 150 days. 

Result #1
15,000 people were directed to the cus-

tomized landing page.

Result #2
1,500 signed up to be pre-screened for 

study eligibility. 

Result #3
46 patients (with a maximum travel dis-

tance of 10 miles to the study site) were 

considered eligible to participate in the 

study by a remote dermatologist. 

CONCLUSIONS Screening failure rate of the 

digitally referred subjects in this pilot was sim-

ilar to rates obtained in a recent, similar study 

of patients with severe atopic dermatitis (22% 

vs. 22%). This pilot recruitment initiative high-

lights that digital recruitment platforms can 

offer an effective alternative to the traditional 

approach, even for studies with complex eli-

gibility criteria.
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION

This Brief Summary does not include all the information needed to use ONEXTON Gel 
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.

PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information).
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randomized subject, the time used by the New 
York site was less than one-third (21.4 vs. 65.5 
days). 

CONCLUSION

Key advantages of digital patient recruitment 
include fast and effi  cient recruitment. Key chal-
lenges include selecting sites that are motivated 
and capable of receiving pre-qualifi ed subjects. 
And, who prioritize to contact the subjects imme-
diately in order to optimize the odds of the subjects 
still willing to participate. 

In fact, 30 out of the 46 patients in this pilot 
either never responded once contacted (even 
though they stated that they were interested in 
participation), withdrew consent or were no shows 
for screening(13). This demonstrates the need for 
engaging patients fast in the recruitment process 
making sure that subjects who are transferred from 
the digital platform are contacted and scheduled 
instantly for a screening visit.

Overall, the recruitment time of this phase 
three A trial was shortened by two weeks as a 
direct result of the Studies & Me platform. For the 

site in New York, seven patients with severe atopic 
dermatitis were randomized during three months, 
which is a signifi cant improvement compared to 
previous trial recruitment initiatives. This could 
be attributed to the pre-qualifi cation via teleder-
matology that the platform off ers. e

Author Affi  liations: Drs. Katz and Misev are with the 
JUVA Skin & Laser Center, New York, N.Y. Drs. Eiken 
and Zibert are with LEO Innovation Lab, Copenhagen, 
Denmark.
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ber of social media advertisements (ads) that 

were posted to promote the trial. Conclusions 

about the effectiveness of a social media 

recruitment strategy need to be examined in 

light of the invested ads budget. 

Katz et al. provide valuable data demon-

strating that social media can contribute to 

achieving the study accrual target, but any 

conclusions about the effectiveness drawn 

upon this study are inconclusive. 

However, the lack of accurate, complete, 

and consistent reporting of social media-

based recruitment methods and results is not 

unique to this article. Due to the lack of stan-

dards, evidence supporting the effi cacy of 

social media-enabled recruitment is limited, 

and questions remain with respect to optimal 

methodologies, benchmarks, metrics, and 

baseline data, and factors that infl uence the 

recruitment success, e.g., study target popu-

lation, recruitment methods, type of disease 

or condition a study is recruiting for, charac-

teristics of the recruitment messaging. For 

example, Katz and colleagues speculate that 

the pre-qualifi cation via tele-dermatology 

impacted their recruitment results. 

Social media-enabled recruitment should 

be reported transparently so that readers can 

follow what was planned, what was done, 

what was achieved, and what conclusions 

were drawn. Researchers need to develop 

and adhere to consistent and transparent 

methodology and reporting standards if we 

want to evaluate the effectiveness of social 

media-based study recruitment and patient 

engagement reliably and move toward evi-

dence-based strategies. e
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Improving the reporting of social 
media recruitment for clinical trials
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Arriving at a skin 
hemorrhaging diagnosis

I
dentifying why patients have skin hemorrhaging can 
be difficult. The reasons behind the condition are 
myriad. Consequently, pinpointing the right diagno-
sis can be critical to pursuing proper treatment.  

According to Warren Piette, M.D., dermatology profes-
sor at Rush University Medical Center, clinicians are more 
likely to correctly identify the lesions’ underlying cause with 
careful observation rather than with several lab tests.

“There are lots of tests that can be done, but my feeling 
is we must have a focused approach to the patient based on 
the number and distribution of lesions, as well as the indi-
vidual lesion morphology,” he said. “The problem with sim-
ply ordering several lab tests is they can be falsely positive or 
negative. They should generally only be ordered if we have 
particular evidence suggesting we should be worried about 
a certain condition.”

To give dermatologists guidance on how best to assess 
and diagnose lesions, Dr. Piette discussed the characteris-
tics of various lesion types during a presentation at the 2018 
European Academy of Dermatology & Venerology confer-
ence. He also provided guidance on when biopsying a lesion, 
if needed, would produce the best results. 

“My goal is always to remind dermatologists they are phy-
sicians fi rst, and they’re often the best eyes and minds in the 
room to analyze skin lesions,” he said. “We can be critical 
in helping sort through the many diff erent possibilities for 
what’s causing bleeding in the skin.”

Ultimately, he said, he wants to help clinicians learn to use 
the pattern and number of lesions, as well as their distribu-
tion and individual shape and appearance, in patients with 
visible hemorrhaging of the skin or mucus membranes, to 
accurately categorize lesions into three groups:

 Simple hemorrhage: Lesions where mechanisms fail to 
keep vessels in tact, allowing leakage.
 Infl ammatory hemorrhage: Lesions where the body 
actively attacks the vessel, leading to a break in the vessel 
wall and hemorrhage.

 Microvascular occlusion: A situation where the skin’s 
small vessels, often many simultaneously, develop clots 
or an occlusion of some sort, including cold protein pre-
cipitation or other foreign material.
It’s also important to note, Dr. Piette said, that lesions 

have individual life cycles during which a biopsy can deliver 
a proper diagnosis — usually 24-48 hours. Conducting a 
biopsy at the right time is vital because performing one on 
older lesions can render a wrong diagnosis and treatment. 

Classic vasculitis lesions appropriate for biopsy have 
some blanching or color loss. This is characteristic of lesions 
with both hemorrhage and infl ammation. Clotting lesions 
present minimal blanching initially, he said, but after 4-7 
days redness might appear at the margin due to burgeoning 
wound-healing responses. Lesions most suited for biopsy 
have, at least, partial blanching, and are partially palpable. 
Those with signifi cant necrosis or no color change at all are 
inappropriate, he said.

“A dermatologist must know to look for lesions that fi t the 
pattern of early lesions,” he said. “Patients can’t keep track. 
It’s our job to pay attention and know what’s early and what’s 
late.”

Overall, Dr. Piette stressed, biopsy is an eff ective tool 
in identifying vasculitis. However, when used incorrectly, 
it can lead to delayed treatment and unnecessary testing. 
Trained observations are an integral part of clinical care.

“It’s been very diffi  cult to get people to realize doing blind 
biopsies doesn’t give you relevant results. You can’t expect it 
to give you a better answer,” he said. “It’s like trying to diag-
nose thyroid dysfunction by checking levels when a patient 
is taking thyroid hormones. No one does that, but they’ll 
biopsy any lesions and think it will tell us what happened. 
It doesn’t.” e
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Clinicians are more likely 
to correctly identify 

underlying cause with 
observation than lab tests.

Lesions can be categorized 
into one of three groups.

Biopsies must be performed 
at the right time, otherwise 

it will render a wrong 
diagnosis and treatment.
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Simple hemorrhage Infl ammatory hemorrhage Microvascular occlusion
Lesions where mechanisms 
fail to keep vessels in tact, 
allowing leakage.

Lesions where the body actively 
attacks the vessel, leading to a break 
in the vessel wall and hemorrhage.

A situation where the skin’s small vessels, often many simulta-
neously, develop clots or an occlusion of some sort, includ-
ing cold protein precipitation or other foreign material.

 lesion GROUPS
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} Purpura can surface due to underlying infection and may manifest in various ways FROM PAGE 24

and severe complication of meningococcal sep-
ticaemia which is caused by Neisseria menin-
gitidis. Although far more common in tropical 
countries than in North America, when menin-
gococcal septicaemia does occur, it carries a high 
mortality—largely because it is not recognized 
until it’s too late. The bacteria latch on to the 
endothelial lining of blood vessels and activate 
the immune system, causing huge infl ammation 
and massive leakage of vascular contents.

The characteristic rash of meningococcal 
septicaemia is often the diagnostic prompt, but 
there are lots of things that can occur before and 
alongside it to suggest the condition may be a 
possibility, particularly in children, he adds. 
These include limb pain, cold hands and feet, 
pale or mottled skin. People aff ected are likely to 

also have non-specifi c symptoms such as fever, 
drowsiness, rapid or laboured breathing, some-
times diarrhoea, and possibly thirst in older 
children.

“There is now a very effective molecular 
screening test which if used at a stage is likely to 
be positive,” Dr. Hay says, “and immunization 
against it has now been rolled out in many Euro-

pean countries.”
Another condition associated with purpura 

which is much more widespread elsewhere in 
the world is dengue. Imported cases are seen in 
the United States in returning travellers. Patients 
often present early in the disease with a particu-
lar red rash. This can be maculopapular, like 
measles (islands of white in a sea of red pete-
chiae) to extensive purpura. 

The warning signs of the patient getting really 
ill are largely relate to shock. The rash often 
becomes widespread, so for example conjunctiva 

can occur as well as pinpointing on the skin, and 
in more severe cases the mucosal surfaces may 
bleed. Other signs include worsening abdomi-
nal pain, increased vomiting, liver enlargement, 
high haematocrit with low platelet count, leth-
argy or restlessness.

Disseminated intravascular coagulation is 
also associated with widespread purpura, as well 
as ecchymoses or bruising and bleeding, and has 
several potential causes. These potential causes 
include obstetric injury (e.g. retained placenta), 
Gram negative sepsis, cancer (e.g. adenocarci-

noma of pancreas), and other causes of shock.
Haemolytic uraemic syndrome is generally 

triggered by E coli infection. E coli shiga toxin 
binds to ceramide trihexoside on endothe-
lial cells leading to platelet and clotting acti-
vation and the condition presents as bleeding 
and bruising, bloody diarrhoea, vomiting and 
abdominal pain and renal failure.

The condition is most common in children, 
but there is an adult version that used to have a 
very dire prognosis, Dr. Hay said, but modern 
techniques of support, early diagnosis and treat-
ment with anti-CD5 inhibitors can reverse it. 

Thrombotic thrombocytopaenic purpura 
has a very specifi c mechanism where an anti-
body to ADAMTS13 ( A Disintegrin And Met-
alloprotease with a ThromboSpondin type 
motif member 13 )  forms which cleaves a clot-
ting factor (Von Willibrand) leading to uncon-
trolled clotting. Thrombotic thrombocytopae-
nic purpura can be linked to a wide range of con-
ditions, including HIV and systemic lupus ery-
thematosus (SLE), and there is a very specifi c 
test for diagnosing it that assesses the levels of 
ADAMTS13 protein. Treatment include immu-
notherapy and plasmapheresis.

In all these diff erent conditions the individ-
ual causes can be identifi ed and in some such 
as meningococcal septicaemia and thrombotic 
thrombocytopaenic purpura, there are spe-
cifi c molecular tests for diagnosis. But Dr. Hay 
emphasizes: “The absolute key to saving patients 
is much more general things like supporting cir-
culation, because very often they are in shock, 
and fi nding ways of reversing the clotting abnor-
malities via plasma exchange and platelets. Plus, 
of course, if there is an underlying disease then 
treating that makes a diff erence and that is par-
ticularly true of the infections.” e
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Three main causes 
of  purpura

Disorders of platelets

Disorders of coagulation

Vasculitis

Three causes of life 
threatening purpura

Platelet disorders

Disorders of coagulation

Vascular factors, 
such as purpura fulminans

“ The absolute key to saving patients is much more general things 

like supporting circulation, because very often they are in shock.”

Roderick Hay, D.M., FRCP, King’s College Hospital, London
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Investigational injection approves 

appearance, but further study needed.

Pigment-targeting 

laser advancements

W
hile picosecond lasers and other advances 
continue to boost tattoo clearance rates, 
there’s still a place for earlier-generation 
pigment-pummeling technologies, accord-

ing to Paul M. Friedman, M.D., a dermatologist with offi  ces 
in Houston and New York. He spoke at the 
recent Cosmetic Bootcamp.

Picosecond lasers improve physicians’ 
ability to break up ink particles more eff ec-
tively, including tough-to-treat green and 
blue inks, he said. 

“The 1,064 nm should be your primary 
wavelength for a tattoo-removal laser. It allows you to treat all 
skin types, which is important to me, practicing in Houston, 
Texas,” Dr. Friedman said. 

He showed photos of a patient with type VI skin and a 
black tattoo, who achieved an excellent outcome after three 
treatment sessions with a 1,064 nm picosecond Nd:YAG 
laser — without the dyspigmentation that frequently occurs 
when treating darker skin types with shorter wavelengths. 

More impressive, he said, was the laser’s performance in 
removing red ink safely with the 532 nm laser light. 

“We’ve all seen hyper-or hypopigmentation when treat-

ing patients with skin of color because the melanin is a com-
peting chromophore. The lower f luence required com-
pared to Q-switched technology allows for safer treatment 
in skin of color.”

For accelerated tattoo removal, the R20 method allows 
one to perform multiple passes on the same day by waiting 
20 minutes between passes. This approach was published in 
the February 2012 Journal of the American Academy of Der-
matology. The R20 method achieved excellent results in the 
original Harvard study, said Dr. Friedman; however, it may 
not be effi  cient to have a patient in your offi  ce for that length 
of time, he noted.

To streamline tattoo treatments, he uses the perfl uorodec-
alin (PFD) patch, because it provides a barrier, so that none 
of the tissue is splattering back, he said. He also likes PFD’s 
ability to serve as an optical clearing agent. Because heat is 
conducted from the epidermis into the patch instead of the 
skin, the patch provides an extra layer of safety for darker skin 
types, he explained.

“More importantly, it clears out those little microbub-
bles that occur between passes. So it allows us to do multiple 
passes on the same session without having to wait 20 minutes 
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The 1,064 nm laser provides 
the ability to trat all skin 

types and break up ink parti-
cles more effectively, 

one expert says.

To streamline treatments, 
Dr. Friedman uses the 

perfl uorodecalin patch, 
which allows one to  per-

form multiple passes on the 
same session without wait-

ing in between.

One published study 
showed that use of a PFD 

patch allowed investigators 
to perform 3.7 passes with 
a nanosecond Q-switched 
755 nm alexandrite laser in 

fi ve minutes with less ery-
thema and edema.
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1a 1b | 1a,b. 38-year-old 
male patient before 
and six weeks after 
nine treatment ses-
sions with 1,064 nm 
picosecond laser.  
Extending the treat-
ment intervals would 
have reduced the num-
ber of treatment ses-
sions required; how-
ever, the patient was 
anxious to have the tat-
too removed as quickly 
as possible.

Photos: Paul M. Friedman, M.D.

Dr. Friedman
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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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Investigational injection
improves cellulite appearance

I
njections of investigational cellulite 
treatment collagenase clostridium 
histolyticum (CCH, Endo Inter-
national) improved the appearance 

of cellulite in the buttocks in two phase 3 
studies.

Compared to subjects receiving pla-
cebo, those treated with CCH achieved at 
least a two-level composite improvement in 
cellulite severity in the treated buttocks 28 
days after the last treatment, or at day 71, 
compared to subjects receiving placebo.

THE STUDIES

Endo International released results of the 
identical RELEASE-1 and RELEASE-2 
multicenter studies in early November in 
a press release. The company studied a 
total of 846 women, 18 years and older with 
moderate-to-severe buttock cellulite to 28 
days after the last CCH treatment. Subjects 
received up to three CCH treatments of up 
to 12 injections each in the buttocks or pla-
cebo treatments, about 21 days apart.

Among those receiving CCH in 
RELEASE-1, 7.6% experienced signifi -
cant improvement in the composite inves-
tigators’ and patients’ assessments of the 
appearance of cellulite, as measured by the 
Clinician Reported- Photonumeric Cellu-
lite Severity Scale (CR-PCSS) and Patient 
Reported- Photonumeric Cellulite Sever-
ity Scale (PR-PCSS) at day 71, compared to 
1.9% of placebo subjects. In RELEASE-2, 
the percentages were 5.6 in the CCH group 
versus 0.5 receiving placebo. Endo Inter-
national helped to develop scales used in 
the study, according to the release.

The active treatment passed all but one 
of eight secondary endpoints in both stud-
ies. The secondary endpoints measured 

investigators’ and patients’ assessments of 
the appearance of cellulite, patient satis-
faction and more. 

For example, 54.3% of subjects in 
RELEASE-1 and 46.8% in RELEASE-2 
who received CCH reported being “satis-
fi ed” or “very satisfi ed” with treatment at 
day 71, compared to 25.8% and 13.6% of 
placebo subjects, respectively. And while 
those receiving CCH in RELEASE-1 
demonstrated a statistically significant 
improvement in the composite investiga-
tor and patient assessments of the appear-
ance of cellulite, as measured by a two-
level improvement in both the CR-PCSS 
and PR-PCSS scores, at day 71, the end-
point failed to show statistical signifi cance 
in RELEASE-2.

Subjects tolerated CCH well, with 
most adverse events being mild to mod-
erate, such as bruising, injection site 
pain, discoloration, nodules and pruri-
tus, according to the release.

“Cellulite is tough,” says Alexander 
W. Sobel, D.O., president of the Ameri-
can Board of Cosmetic Surgery. He was 
not a part of this study and has no ties to 
the company. “What makes it tough is 
you have these ligaments — these myo-
fascial cutaneous ligaments — that are 
basically tethers from the underlying 
muscle structure to the skin. A variety 
of treatments over the years have been 
attempted to improve the appearance of 
cellulite, but they tend to fail in the long-
term. So, whenever I evaluate a cellulite 
treatment, what I’m fi rst and foremost 
interested in is whether it is really doing 
anything to those ligaments in the long-
term to improve the appearance?”

Bacter ia-der ived col lagenase 

clostridium histolyticum is used to treat 
Dupuytren’s contracture and Peyro-
nie’s disease in adults. It breaks down 
collagen.

“This product is a novel way of 
approaching cellulite in terms of trying to 
dissolve those ligaments,” Dr. Sobel says.

In the past, doctors have used devices 
to sever the bands, including the Toledo V 
(Wells Johnson) liposuction cannula, more 
aff ectionately known as the “pickle fork,” 
according to Dr. Sobel. Still, the dimples 
of cellulite often returned, he says.

“Cynosure came out with a very exten-
sive side-fi ring laser that was supposed 
to cut these ligaments, and, in the long-
term, it didn’t work terribly effectively 
either. There are a number of technolo-
gies that heat up the skin on top and tend 
to improve basically the tightness of the 
quilt in between these little quilting teth-
ers. They improve the appearance of cel-
lulite for a time but don’t defeat the liga-
mentous structure,” he says. “If this works 
in the long-term, that’s something that is 
really exciting.”

But even if results don’t last years after 
treatment, patients often see benefi t from 
temporary reduction of their cellulite, Dr. 
Sobel says.

“That’s especially if the treatment is 
minimally invasive, carries low risk and 
fi ts in the beauty budget. So, I think there 
are some aspects of this to be excited 
about even before the presentation of long-
term data,” he says.

Among today’s treatments, Subci-
sion, a registered trademark with the 
Cellfina (Ulthera), boasts the longest 
FDA clearance for a cellulite treatment 
at three years. e
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Patients treated 
with collagenase 
clostridium histo-

lyticum achieved a 
two-level composite 
improvement com-
pared with patients 
receiving placebo.

A total of 846 
women, 18 years 

and older with 
moderate-to-severe 

buttock cellulite 
were enrolled. 

54.3% of treat-
ed subjects 

in RELEASE-1 
and 46.8% in 

RELEASE-2 reported 
being “satisfi ed” or 
“very satisfi ed” with 
treatment at day 71, 
compared to 25.8% 
and 13.6% of place-

bo subjects, 
respectively.

Quick TAKES

DermatologyTimes®

JANUARY 2019cosmetic
40

  Pigmentation 36          CELLULITE    from the
pages of

http://www.aestheticchannel.com/


https://www.southbeachsymposium.org/


DermatologyTimes®

JANUARY 2019cosmetic
42

“ At multidisciplinary conferences, attendees may be so focused 

on fi llers, neuromodulators and more invasive procedures that they 

overlook the importance of improving the surface of the skin.”

Paul M. Friedman, M.D., dermatologist with offi  ces in Houston and New York

} Adjunctive treatments boost results for tattoo removal, PIH and skin resurfacing  FROM PAGE 36

in between. Therefore, we achieve more eff ective 
clearing per treatment session.” 

In a 30-patient study published in Lasers in 
Surgery and Medicine in March 2017, using a PFD 
patch with a nanosecond Q-switched 755 nm 
alexandrite laser allowed investigators to perform 
3.7 passes in fi ve minutes (versus 1.4 passes with 
the laser alone) with less erythema and edema.

Experts are now considering the role of acous-
tic shockwave technology (ASWT), which is tra-
ditionally used to remove kidney stones, in tattoo 
removal. “ASWT has been shown to increase vas-
cular endothelial growth factor, which increases 
local blood circulation. The theory is that it may 
enhance tattoo clearance by increasing lymphatic 
drainage and metabolic activity in the treated 
area.”

Hours after laser treatment of tattoos, Dr. Fried-
man said, deep residual dermal vacuoles of pig-
ment may still be present. In a case report he co-
authored, applying ASWT between laser pulses 
allowed for 80% clearance of a black tattoo in a 
patient with type V skin after three sessions, ver-
sus 60% clearance with a picosecond 1,064 nm 
Nd:YAG laser plus PFD patch alone. The report 
appeared online June 25, 2018, in Lasers in Sur-
gery and Medicine.

At multidisciplinary conferences, Dr. Fried-
man added, attendees may be so focused on fi llers, 
neuromodulators and more invasive procedures 
that they overlook the importance of improving 
the surface of the skin. For a female patient who 
wanted to address her skin texture and pigmented 
lesions, Dr. Friedman said he could have chosen a 
Q-switched or picosecond laser. 

“But when I presented her treatment options, I 
discussed that we have the ability to vastly improve 
the overall texture as well as the actinic damage of 
her skin utilizing an ablative fractional resurfac-

ing device, which was a very attractive option to 
the patient,” he said.

Most of Dr. Friedman’s patients are unable take 
a week off  from work to recover from more aggres-
sive resurfacing. 

“The workhorses in our practice are the 
1,550/1,927 nm non-ablative fractional lasers. We 
typically use the 1,927 nm thulium wavelength 
when we are targeting superfi cial pigmentation, 
dyschromias and actinic damage where rhytids 
are less pronounced.” This wavelength also can 
improve pores, he said.

He uses the 1,550 nm wavelength for deeper 
treatment of conditions such as acne scarring, as 
well as wrinkles. 

“Although the 1,550 nm is a shorter wave-
length, there is deeper penetration because there 
is less water absorption compared to the 1,927 nm 
thulium wavelength,” he said.

The real value of the fractionated non-abla-
tive device, he added, is its ability to treat all skin 
types and off -face areas, such as the neck, chest 
and hands — areas he previously would not resur-
face due to the risk of scarring. 

“This has been a game-changer in the popula-
tion of patients who do not want to have the signif-
icant downtime or risk associated with traditional 
resurfacing procedures,” he said.

When treating postinflammatory hyperpig-
mentation (PIH) associated with scars, he com-
monly chooses the 1,550 nm wavelength. For 
example, he used the 1,550 nm wavelength to treat 
a patient with type III skin who had burn scars and 
got excellent results after two sessions.

For a female patient with type IV skin with 
atrophic scarring and PIH following herpes zos-
ter infection of the forehead, Dr. Friedman began 
with the 1,927 nm low-powered diode laser, which 
he uses for patients with PIH in all skin types. 

Subsequently, he performed non-ablative frac-
tional resurfacing with the 1,550 nm wavelength 
to improve the patient’s atrophic scarring.

Dr. Friedman frequently combines fractional 
and Q-switched lasers for same-day treatment. 
For a patient with minocycline hyperpigmen-
tation, this approach achieved almost complete 
clearance after one session. 

“In this case, we did non-ablative fractional 
1,550 nm, followed by Q-switched 755 nm laser. 
There seems to be a synergistic role for combin-
ing these treatment modalities on the same day for 
faster removal of the pigmentation,” he said.

To treat a woman with PIH, fi ne telangiectasias 
and hemosiderin deposition following lipotrans-
fer under the eyelids, Dr. Friedman chose a com-
bination of pulsed-dye laser, non-ablative frac-
tional resurfacing (to stimulate collagen remode-
ling) and a Q-switched alexandrite laser (to break 
up the hemosiderin). The patient improved dra-
matically after two treatment sessions.

For melasma, Dr. Friedman recommends a 
multimodality approach that includes low-energy 
and low-density non-ablative fractional resurfac-
ing or picosecond technology. 

“It’s part of a combination approach along with 
a topical antioxidant, retinoid and skin brightener 
with tranexamic acid, and for some patients, oral 
tranexamic acid,” he said.

In more challenging cases such as nevus of Ota, 
he typically combines technologies to reduce the 
number of treatment sessions required. 

“We often fi nd that these patients plateau — in 
these cases I prefer combining non-ablative frac-
tional resurfacing with Q-switched or picosecond 
laser technology on the same treatment session,” 
he said. e
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1 MELANOMA TREATMENT GUIDELINES

new therapies for surgically resected 

stage III melanoma.

MELANOMA 

TREATMENT 

COSTS

45 DERMATOFIBROSARCOMA

Due to its aggressive nature, under-

standing treatment options is a priority.

W
hat is a life worth? Does it come down to 
dollars and cents? Should it be measured 
by quality of life? Should economic burden 
be considered?

These are not easy questions, but in a November 21 anal-
ysis published in JAMA Dermatology, Ivo Abraham, Ph.D., 
of the University of Arizona shows that the cost of a treatment 
that could add one progression-free quality-adjusted life-
year, one additional progression-free life-year, or to have one 
additional patient attain objective response for patients with 
advanced and unresectable melanoma could cost about $1.6 
million — an amount most payers may be unwilling to pay.1

“These numbers are very high and are well outside the 
willingness of payers to pay. In the end, it seems to all consist-
ently converge around $1.6 million per unit of improvement,” 
he said in an interview with Dermatology Times.

This analysis used phase two data reported by Chesney 
et al.,2 which compared the cost of ipilimumab monother-
apy with a combination therapy consisting of ipilimumab 
and talimogene laherparepvec — each administered in up 
to 100 patients. Although he and his team found some ben-
efi t—objective response rates 18% (18 of 100 patients) and 

38.8% (38 of 98 patients), respectively—from an economic 
standpoint, the cost of combination therapy was $494,983 
per patient compared to $132,950 with monotherapy for a 
cost diff erence of $362,033.

“As an absolute number, you could say the diff erence of 
21% in objective response rate is really a lot. But in reality, 
this is not an impressive result because the ipilimumab-only 
objective response rate was low at 18% and the talimogene 
laherparepvec plus ipilimumab objective response rate was 
very modest at 39%,” he said.

RE-EVALUATING THE COST OF TREATMENT

The American Cancer Society estimated that in 2018, there were 
91,270 new cases of melanoma and 9,320 deaths.3 And, accord-
ing to a report in the Journal of the National Cancer Institute, the 
national cost of melanoma treatment is projected to reach $3.16 
billion by 2020, which is up from $2.36 billion  in 2010.4

“Melanoma is one of these diseases where for so long we 
had virtually no progress in treatment options, but now we 
have several options,” Dr. Abraham said.

For advanced and unresectable melanoma, these treatment 

BOB KRONEMYER | Staff  Correspondent

Combination therapy 
cost an additional $1.6 

million for one additional 
progression-free year of life.

Patients treated with 
combination therapy 
lived longer, but at a 
cost payers are not 

generally willing to pay.

Authors suggest re-evaluat-
ing the cost of care.
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Dermatofi brosarcoma
treatment review

D
ermatofibrosarcoma is 
a common, but unusual 
locally aggressive cutane-
ous tumor. Its character-

istic tentacle can grow into surround-
ing fat, muscle and even bone. For der-
matologists, this means that under-
standing treatment options is a pri-
ority, according Onofre Sanmartin, 
M.D., of the Instituto Valenciano de 
Oncología in Spain. He presented an 
overview of the  diagnosis and treat-
ment for dermatofi brosarcoma during 
the European Academy of Dermatol-
ogy and Venereology (EADV) Con-
gress in Paris. 

OVERVIEW

Dermatofibrosarcoma is most com-
monly found on the trunk, followed 
by proximal extremities, and the head 
and neck. In the protuberans form 
(DFSP), the clinical presentation is 
plaques with some nodules. The non-
protuberans form is more commonly 
seen in children. 

Pathologically, dermatofibrosar-
coma is easy to diagnose. It infi ltrates 
the epidermis and becomes subcuta-
neous. It has a typical fi broblast-like 
proliferation with little or no mitosis, 
and the main characteristic is the ten-
dency to spread into subcutaneous 
tissue with tumor tentacle-like exten-
sions. Tumors can even reach the fas-

cia and muscle in one third of patients. 
Despite the characteristic histol-

ogy, there are more than 10 clinical 
subtypes of DFSP and many diff erent 
clinical presentations. 

Variants include fi brosarcomatous 
dermatofi brosarcoma, which has a fas-
cicle appearance with a herringbone 
pattern. Another variety is subcutane-
ous, which is mainly found on the head 
and neck and characterized by no con-
nection with the dermis or epidermis.

Immunohistochemical diagnosis is 
possible with 90-95% of patients pos-
itive for CD34 and 10% negative for 
CD34. Cytogenetics is the main tool 
for diagnosis, but DFSP is character-
ized by the translocation T (17;22)
(q22;q13), which results in the plate-
let-derived growth factor B (PDGFB)/
COL1A1 fusion gene. This causes 
overproduction of PDGFB, leading to 
PDFG receptor activation. 

RNA gene sequencing (e.g. RT-
PCR) can be used for diagnosis, as can 
FISH. 

“FISH is faster and sensitive 
enough, and should be recommended 
as a routine diagnostic tool,” Dr. 
Sanmartin said. Some patients (4%) 
with typical DFSP are negative for 
translocation in routine molecular 
screening, and 50% of cases defi ned as 
negative by FISH are positive with RT-
PCR. While MRI is not useful for the 

lateral delineation of tumor or detec-
tion of a residual tumor, it can be suit-
able for large tumors and gauging the 
involvement of deep structures.

The main treatment for DFSP is 
surgery. The tumor must be com-
pletely removed. 

“This can be a challenge given its 
infi ltrative nature,” said Dr. Sanmar-
tin. The tumor extensions can be more 
than 5 cm away from the clinical part 
of the tumor, which means that much 
normal skin must be eliminated. 

DFSP also tends to recur in the 
same location. In one review, 2,069 
patients showed a recurrence rate of 
around 17%  after surgery. It is possi-
ble that this standard surgery is not the 
best approach, Dr. Sanmartin said.

Only 0.84% recurrence is report-
edly seen after Mohs micrographic 
surgery. This option can spare 50% of 
the skin at 2 cm, and according to Dr. 
Sanmartin, should be used as the treat-
ment of choice.

PDGF receptor inhibitors are an 
option for locally advanced and meta-
static DFSP. Improved indication has 
been seen with imatinib mesylate, for 
example. 

However, Dr. Sanmartin considers 
800 mg to be a very high dose of tyros-
ine kinase inhibitor (as has been used 
in previous studies) — he treats with 
400 mg. e
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Dermatofi brosarcoma is 
common, but locally 
aggressive.

Its characteristic tentacle 
can grow into surrounding 
fat, muscle and even bone. 

There are more than 10 clin-
ical subtypes and many dif-
ferent clinical presentations.

Surgery is the primary treat-
ment to remove the tumor; 
however it can be challeng-
ing as tumor extensions can 
be more than 5 cm from the 
clinical part of the tumor.

Quick TAKES

Pathologically, dermatofi brosarcoma 
is easy to diagnose.”
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step to establish a defi nitive diagnosis of 
cutaneous melanoma (CM) as it enables 
tumors to be categorized according to their 
thickness and appearance.

The recommended technique is a narrow 
excisional/complete biopsy with 1- to 3-mm 
margins that encompass the entire breadth 
of lesion and is of sufficient depth to prevent 
transection at the base. It can be a fusiform/
elliptical or punch excision or deep shave/sau-
cerization removal to a depth below the antic-
ipated plane of the lesion.

Partial/incomplete sampling (incisional 
biopsy) is acceptable when the location of 
the lesion requires, such as when it is facial 
or acral.  A narrow-margin excisional biopsy 
may then be performed if required for diag-
nosis or microstaging, but this is not usually 
necessary if the initial specimen meets the 
criteria for sentinel lymph node biopsy. 

STAGING

Under the AJCC 8th edition staging for 
cutaneous melanoma for T1 melanoma—
which have a thickness of  ≤1 mm — 0.8 mm 
thickness is now the threshold for T1a 
(classifi ed as <0.8 mm without ulceration), 
whereas T1b is defined as 0.8 –1.0 mm thick-
ness with or without ulceration or <0.8 mm 
thickness with ulceration. 

Melanoma is classifi ed T2 if thickness 
is >1.0 to 2.0 mm, T3 at  >2.0 to 4.0 mm  
and T4 at  >4.0 mm, and for all these thick-
nesses ‘a’ indicates no ulceration and ‘b’ 
indicates ulceration.

In addition, N and M classification under 
AJCC staging specifies the quantity and 
extent of node involvement, and location of 
metastatic spread respectively.

PATHOLOGY 

When a biopsy of a suspicious lesion is per-
formed, the guideline says that the pathol-
ogist should be given essential informa-
tion about the patient including their age, 
sex and precise anatomic location of the 
biopsy site.

It is strongly recommended that the cli-
nician include their clinical impression and 
diff erential diagnosis, the size of the lesion, 
and intent of the biopsy (i.e., excisional vs 
partial, and type of diagnostic biopsy per-
formed (elliptical/fusiform, deep shave/
saucerization, broad shave, or punch). 

Macroscopic satellites around the clin-
ical lesion should be pointed out, as they 
escalate cutaneous melanoma to stage III 
and can be associated with microscopic sat-
ellites in the primary tumor, and any clinical 
photographs of the site provided for review. 

Other useful information that may be 
useful for the pathologist include the level 
of suspicion for cutaneous melanoma, clin-
ical description and history of the lesion 
beyond size (including whether there has 
been a change in the lesion or previous 
biopsy), and dermoscopic features (with 
or without an accompanying photograph). 

SURGICAL MANAGEMENT

Surgery remains the first line treatment 
for cutaneous melanoma of any thick-
ness as well as melanoma in situ (mela-
noma cells in epidermis; stage 0), so fol-
lowing initial biopsy, wider and deeper 
excision is performed to ensure complete 
removal of the lesion, confi rm histologi-
cally clear margins, and reduce the risk of 
local recurrence.

Surgical margins should be based on 
tumor thickness and greater for thicker 
tumors. For invasive cutaneous melanoma 
(CM) they should be >1 cm and <2 cm (1 cm 
is recommended for 1mm tumours and 2cm 
for 2mm tumours) and measured clinically 
around the primary tumor, although they 
may be narrower to accommodate function 
and/or anatomic location. For melanoma in 
situ, wide excision with 0.5- to 1.0-cm mar-
gins is recommended.

The recommended depth of excision is 
to (but not including) the fascia. 

Recommended surgical excision mar-
gins are measured from the edge of the 
lesion or prior biopsy at the time of surgery 
and are not histologic margins as measured 
by the pathologist.

Sentinel lymph node biopsy, when indi-
cated, should be performed before wide 
excision of the primary tumor, and in the 
same operative setting, whenever possible.

SENTINEL NODE BIOPSY

Sentinel node biopsy is not recom-
mended for patients with melanoma in 
situ or for most T1a CM (<0.8 mm with-
out ulceration).

The procedure should be discussed 
with and off ered to appropriate patients 
with CM>1 mm thickness (>T2a), includ-
ing T4. It should be also be discussed 
and considered in patients with T1b CM 
(<0.8mm with ulceration or 0.8-1.0 mm 
with or without ulceration), although rates 
of SLN positivity are relatively low in this 
group. 

The procedure may be considered for 

CM guidelines 
were last updated 

in 2011.

The guidelines 
include new ther-
apies for surgical-
ly resected stage 

III melanoma.

New treatments 
are associated 

with improved dis-
ease-free and 

overall survival.

Quick TAKES

GUIDELINES CONTINUES ON PAGE 48f

} Guidelines include new therapies for surgically resected stage III melanoma FROM PAGE 1

Pathology Report for Biopsies
1. The pathologist should be provided the patient’s age, sex and 
precise anatomic location of the biopsy site.

2. The clinician should provide their impression and differential 
diagnosis, lesion size, and intent of the biopsy (ie, excisional vs partial, 
and type of diagnostic biopsy performed (elliptical/fusiform, deep shave/sauceriza-
tion, broad shave, or punch). 

3. Macroscopic satellites around the clinical lesion should be 
pointed out. They can escalate cutaneous melanoma to stage 
III and can be associated with microscopic satellites in the pri-
mary tumor.

4.Clinical photographs of the site should be provided for review. 

5. Include the level of suspicion for cutaneous melanoma, clini-
cal description and history of the lesion beyond size (including wheth-
er there has been a change in the lesion or previous biopsy), and dermoscopic features 
(with or without an accompanying photograph).
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HOW OFTEN A PATIENT FOLLOWS UP WITH 

A DERMATOLOGIST SHOULD DEPEND ON:

 FOLLOW-UP FREQUENCY

The agent(s) used,

Age of patient,

Underlying skin cancer 
risk factors, and/or

Potential role of skin fi ndings 
as a biomarker for response
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“ The guidelines emphasize the advantages of multidisciplinary 

collaboration among dermatologists, surgeons, and medical 

oncologists, particularly for those patients at higher risk 

of disease recurrence.”

Susan Swetter, M.D., Pigmented Lesion and Melanoma Program, Stanford University Medical Center and Cancer Institute

} Guidelines for melanoma treatment emphasize advantages of multidisciplinary collaboration FROM PAGE 46

T1a cutaneous melanoma if other adverse features 
are present, including young patient age, presence 
of lymphovascular invasion, deep biopsy margin 
(if close to 0.8 mm) or high mitotic rate.

MOHS, IMIQUIMOD & RADIATION THERAPY

There has been much progress in the use of Mohs 
micrographic surgery and other staged surgery tech-
niques (utilizing permanent sections) for treatment of 
melanoma in situ on anatomically constrained sites 
(typically the lentigo maligna subtype). 

However, Dr. Swetter says: “Current data are 
insuffi  cient for the guidelines to recommend Mohs 
surgery for invasive cutaneous melanoma, in which 
the use of surgical margins less than 1 cm has not 
been adequately studied worldwide.

“Non-surgical approaches, including the off -label 
use of imiquimod and traditional forms of radiation 
therapy, may be considered if surgery is impractical 
or contraindicated, and only for melanoma in situ, 
lentigo maligna type, as cure rates are lower. These 
modalities all require further prospective-investiga-
tion, which is in progress in the US and abroad.”

SURVEILLANCE

Although the optimal interval and duration of fol-
low-up for CM are not well defi ned, the guideline 
working group recommends that patients with CM 
be monitored regularly following diagnosis, par-
ticularly for tumors at increased risk of recurrence 
(ie, >2.0 mm in thickness and/or with ulceration, 
lymphovascular invasion, high mitotic rate). 

Although most metastases occur in the fi rst 1 to 
3 years after treatment of the primary tumor, skin 
examinations for life are generally recommended. 

For patients with melanoma in situ (stage 0), 
reviews are recommended at least every 6 to 12 
months for 1 to 2 years and then annually. Review 
should involve a physical examination to check for 
local recurrence and a full skin check to spot any 
new primary cutaneous melanoma.

Patients with stage IA-IIA should also be 
reviewed every 6 to 12 months initially, but for 2-5 

years, and then annually. These reviews should 
involve a comprehensive history and physical exam-
ination focused on the skin and regional lymph 
nodes. Patients with stage IIB and greater tumours 
should receive a similar review every 3-6 months for 
the fi rst 2 years, then at least every 6 months for the 
next 3-5 years and then at least annually. Patients 
with stage IIB and greater tumours also likely to 
benefi t from radiological testing for 3 two fi ve years.

KEY QUESTIONS

The guidelines working group considered the key 
clinical questions that frequently arise in the man-
agement of cutaneous melanoma and three new top-
ics emerged:  Melanoma in pregnancy, genetic test-
ing for hereditary melanoma, and dermatologic tox-
icities associated with newer melanoma drugs (e.g. 
targeted agents such as BRAF/MEK inhibitors and 
immune checkpoint inhibitors) which dermatolo-
gists will see more of given their broader use across 
the cancer spectrum.  

The guidelines say that a diagnosis of cutaneous 
melanoma during pregnancy does not alter prog-
nosis or outcome for the woman, however, work-
up and treatment must take the safety of the fetus 
into consideration. The approach taken to melano-
cytic nevi in the pregnant woman should be identi-
cal to that in the nonpregnant patient. Any chang-
ing nevus during pregnancy should be evaluated 
and subjected to biopsy if clinically and/or dermo-
scopically concerning.

Dermatologists should collaborate with oncolo-
gists for management of cutaneous toxicity during 
BRAF/MEK kinase or immune checkpoint inhib-
itor therapy, the guidelines say, because appropri-
ate recognition and control of skin side eff ects may 
improve the quality of life of patients with cutane-
ous melanoma and avoid unnecessary interrup-
tion of medication. The frequency of dermatologic 
assessment depends on the agent(s) being used, 
age of the patient, underlying skin cancer risk fac-
tors and/or potential role of skin fi ndings as a bio-
marker for response.

Assessment is recommended every 2-4 weeks 
for the fi rst 3 months of BRAF inhibitor mono-
therapy for patients with numerous squamoprolif-
erative neoplasms, although combination BRAF/
MEK inhibition is standard and associated with 
less skin toxicity. With immune checkpoint inhib-
itors, it should take place within the fi rst month 
of therapy and continue as needed. Patients with 
atopic dermatitis, psoriasis, or other autoimmune 
dermatoses, should be seen by a dermatologist for 
pre-emptive counseling and treatment before ini-
tiation of therapy.

THE FUTURE

Novel molecular techniques are being studied for 
melanoma prognostication, to help determine 
which patients should be treated and followed more 
intensively. 

“These techniques require ongoing prospec-
tive validation studies to determine their predic-
tive value, how well they compare with and add to 
known histopathologic factors (and prognostic pre-
diction models based on AJCC 8th edition staging), 
and how best to incorporate them into clinical prac-
tice. This is an exciting area that dermatologist can 
look forward to in the future,” Dr. Swetter says.

“As molecular techniques are further investi-
gated, we anticipate improvement in our ability to 
determine which patients benefi t most from sur-
gery and/or systemic therapy. As such, the guide-
lines emphasize the advantages of multidisciplinary 
collaboration among dermatologists, surgeons, and 
medical oncologists, particularly for those patients 
at higher risk of disease recurrence,” she said. e
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} Balance: The mid-point between what is reasonable to charge and what is too much.  FROM PAGE 44

options include BRAF inhibitors (vemurafenib, 
dabrafenibmesylate and encorafenib), immune 
checkpoint inhibitors (ipilimumab, nivolumab and 
pembrolizumab), and oncolytic virus (talimogene 
laherparepvec). Treatment can be as monotherapy, 
but research is beginning to indicate that combina-
tion therapy is more eff ective for some patients.

“The treatments we have now are much better 
than what we used to have. These drugs are very 
expensive to manufacture and their studies are very 
expensive to conduct. We have to come to grips with 
the fact that these drugs are going to cost more. The 
balance we now need to fi nd is what is reasonable to 
charge and what is too much,” Dr. Abraham said.

Because patients with cancer tend to be more 
accepting of adverse events in return for positive 
outcomes, economic evaluations are evolving so 
that these inherent adverse events are not penal-
ized, but rather are considered as part of a com-
plete picture with clinical outcomes. 

“For economic analysis of drug treatments, we are 
sort of being forced to still think in terms of the estab-
lished or classical pharmacoeconomic methods that 
come out of an era of small molecules in which drugs 
are relatively simple to make, versus biologics or onc-
olytic virus treatments for melanoma,” Dr. Abraham 
says. He says he and his colleagues are struggling 
with the fact that these classic analyses have low 
cost thresholds.

“It is also important to have economic evalu-
ations that are conducted independently from 
industry but also from payer organizations. Indus-
try has an interest in coming up with results that 
portray favorably upon them. The same holds true 
for payers,” he said.  “We do not consider pharma-
coeconomics as a way to set policy, but to inform 
policy. Our analysis is a way of stimulating and 
informing the debates about the value that we may 
or may not get out of these treatments,” he said.

In 2018, the President’s Cancer Panel, an NIH 
group formed to examine out-of-pocket costs asso-
ciated with cancer treatment,  recommended (1) 
that cancer treatment pricing be replaced with 
value-based or outcome-based pricing, (2) the 

adoption of payment models that incentivize cli-
nicians and healthcare organizations to use high-
value drugs, and the group recommended that (3) 
patients be encouraged to choose treatments with 
high-value drugs.

But in this article, the authors state that we need 
to move beyond focusing on cost and instead, 
“adopt a workable definition of value to opera-
tionalize and quantify value. In 2010, Porter et 
al., writing in the New England Journal of Medi-
cine, suggested that value be defi ned as the “health 
outcomes achieved per dollar spent,” which is a 
concept the authors of this new study described as 
one that should be explored further. The Amer-
ican Society of Clinical Oncology, the European 
Society for Medical Oncology and the National 
Comprehensive Cancer Network measure value 
by clinical benefi t, toxicity, and quality of life. The 
American Society of Clinical Oncology includes 
actual costs.

THE FINDINGS

The economic model used in this evaluation con-
sisted of the cost of treatment, medication admin-
istration, monitoring, management of grade three 
and four adverse events for each of the two treat-
ment arms, utilities and disutilities.

The analysis concluded that for combination 
therapy, the cost to gain just one additional pro-
gression-free quality-adjusted life year (QALY) 
was roughly $2.2 million, compared to about 
$2.1 million for one additional progression-free 
life-year or $1.6 million for an additional single 
patient to attain an objective response.

“These numbers are very high and are well out-
side the willingness of payers to pay. In the end, it 
seems to all consistently converge around $1.6 mil-
lion per unit of improvement,” he said.

To reconcile the imbalance of cost and out-
come, the investigators say that the price of the 
combination therapy must be drastically reduced 
or demonstrate another clinical benefit like 
increased overall survival.

Pricing of therapy that more closely matches 

the demonstrated eff ect should also be encour-
aged, so that price points align with their thera-
peutic benefi t. 

The economic construct of the cost per qual-
ity-adjusted life-year (QALY) may also vary by dis-
ease, treatment options and prognosis because the 
construct assumes that patient preferences, clini-
cian treatment patterns and a payer’s willingness 
to pay are consistent.

Dr. Abraham says the standards of $50,000 to 
$150,000 for one additional QALY are unrealistic.

LIMITATIONS

This study was based on a phase two randomized, 
open-label trial, but it did not include survival 
data. There were other limitations of note as well, 
such as whether safety and tolerability measures 
were fair in this case.

“Several of the above clinically oriented frame-
works, together with the QALY-based approach, 
consider safety and tolerability a negative that 
requires a downward adjustment of the benefi ts 
of a treatment. This overlooks the reality that most 
cancer treatments have more (and more severe) 
safety and tolerability issues compared with gen-
eral medicine treatments. Therefore, applying 
similar utilities and disutilities for cancer as for 
general medicine ignores the fact that patients 
with cancer tend to be more willing to accept 
adverse events in return for eff ective treatment,” 
the authors wrote. e
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“ Our analysis is a way of ... informing the debates about the 

value that we may or may not get out of these treatments.”

Ivo Abraham, Ph.D., University of Arizona



 DISPARITIES

O
utpatient dermatology ser-
vices can be available to any 
patient. However, accord-
ing to recent research, that 

doesn’t mean all patients access or take 
advantage of this clinical care in the same 
way.

A new study published in JAMA 
Dermatology highlights the factors that 
affect how patients use outpatient ser-
vices, including gender, age, race/ethnic-
ity, educational level, income, insurance 
status, geographic region, self-reported 
condition, and self-reported health status.

“We’ve known for a while dermato-
logic conditions can cause a lot of other 
medical issues, and we know visits to a 
dermatologist reduce adverse events and 
improve mortality,” said Raghav Trip-
athi, M.D., a Case Western Reserve Uni-
versity School of Medicine student and 
first author. “But, we also know vari-
ous diff erences exist in outcomes of con-
ditions among different demographic 
groups.”

It’s important to understand the dif-
ferences in how racial and ethnic groups 
access care, according to the study, 
because minorities are predicted to com-
prise the majority of the U.S. population 

by 2044. Exploring these diff erences can 
also shed light on reasons why patients 
from minority groups could have diff er-
ent dermatology experiences. For exam-
ple, existing data shows minority groups 
have a lower level of awareness around 

skin conditions and understand a der-
matologist’s patient-care role less. 

To better understand these dispar-
ities and identify where improvements 
are possible, Dr. Tripathi and his team 
conducted a retrospective analysis of 
nationally representative data from 2007 
to 2015. The information came from 
the Medical Expenditure Panel Sur-
gery (MEPS) and was provided by the 

Agency for Healthcare Research and 
Quality. The team concentrated on data 
detailing services used for dermatologic 
conditions, including skin cancers, infec-
tions, dermatologic infl ammatory condi-
tions/ulcers, and other issues.

Of the 183,054 respondents, 19,561 
self-reported a dermatologic condition. 
Most patients, 74,547, were non-His-
panic whites. There were 54,943 His-
panic, 36,146 African-American, and 
17,418 patients from other races and eth-
nicities. Fifty-two percent were female. 

All total, 9,654 patients accounted 
for 11,761 outpatient dermatology visits. 
Among the patients, 405 had a melanoma 
diagnosis, 2,045 had nonepithelial skin 
cancer, and 3,152 were diagnosed with 
skin or subcutaneous tissue infections. 
An additional 3,152 had other inflam-
matory conditions of the skin, and 870 
received diagnoses of chronic skin ulcers.

The patients also received varying 
degrees of past dermatology care. For 
those with diagnosed dermatological 
conditions, 36.5% attended at least one 
outpatient dermatology visit between 
2007 and 2015. The visit rate varied by 
diagnosis — 70.9% for melanoma, 74% 
for nonepithelial skin cancer, 13.2% for 
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Researchers con-
ducted a retrospec-
tive analysis of der-
matologic services 

data from the Medical 
Expenditure Panel Sur-
gery (MEPS) between 

2007 to 2015.

Hispanic and African-
American patients 

were less likely than 
non-Hispanic white 

patients to receive out-
patient care for derma-

tologic conditions.

Males were less 
likely than females 

to visit an outpatient 
dermatologist.

High-income patients 
received the greatest 

level of care.
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skin and subcutaneous tissue infection, 44.1% for 
other infl ammatory skin conditions, and 10.6% 
for patients with chronic skin ulcers. Based on this 
data, more than twice as many non-Hispanic white 
patients had at least one outpatient visit compared 
to Hispanic or African-American patients. 

According to data, Hispanic patients were less 
likely to receive outpatient care for dermatologic 
conditions relative to non-Hispanic white patients 
(aOR 0.55, 95% CI, 0.49-0.61). The same was 
true for African-American patients (aOR 0.42, 
95% CI, 0.38-0.46). Additionally, males were 
less likely than females to undergo outpatient care 
(aOR 0.66, 95% CI, 0.62-0.70). 

Location and insurance coverage also aff ected 
the level of dermatological care patients received, 
Dr. Tripathi’s team discovered. Midwestern 
patients received less dermatological care than 
patients in the Northeast (aOR 0.80, 95% CI, 
0.70-0.91). Patients with private insurance were 
more likely to receive care. Medicare and Medic-
aid recipients received less care (aOR 0.75, 95% 
CI, 0.68-0.83), as did uninsured patients (aOR 
0.39, 95% CI, 0.33-0.47). 

The researchers also found higher educa-
tional levels were associated with increased odds 
of receiving outpatient dermatologic services. 
Patients with some college education (aOR 0.69, 
95% CI, 0.64-0.75), a high school diploma or 
equivalency (aOR 0.49, 95% CI, 0.45-0.54), or 
no degree (aOR 0.52, 95% CI, 0.46-0.59) were 
less likely to undergo outpatient treatment for con-
ditions than patients with a bachelor’s degree or 
higher.

Income also helped determine treatment like-
lihood, the study analysis revealed. High-income 
patients received the greatest level of care. Indi-
viduals with income levels classifi ed as poor (aOR 
0.48, 95% CI, 0.43-0.54), near poor (aOR 0.56, 
95% CI, 0.48-0.66), low income (aOR 0.54, 95% 
CI, 0.48-0.60), or middle income (aOR 0.68, 
95% CI, 0.63-0.73) had lower odds of seeing a 
dermatologist. 

The study also highlighted healthcare expend-
iture diff erences between groups. Non-Hispanic 
white patients spent approximately three times as 
much as Hispanic and African-American patients 
— $209.50, $73.09, and $62.70 per capita, respec-
tively. Per visit costs were also greater for non-His-
panic white patients than for Hispanic or African-
American ones — $244.88, $191.14, and $170.94, 
respectively. 

Investigators acknowledge possible reasons 

Percent of patients by demographic with at least one outpatient 

dermatologist visit from 2007 to 2015

4.92% 
Male  

6.54%
Female  

7.89%
Non-Hispanic white  

Diagnoses of patients with self-reported dermatologic condition 

and at least one outpatient dermatology visit (2007-2015)

405

870

2,045

3,152

3,152

9,624

Melanoma of the skin

Chronic ulcer of skin

Other nonepithelial 
cancer of the skin

Skin & subcutaneous 
tissue infection

Other inflammatory 
conditions of the skin

Total

behind these disparities. Cost variances could 
result from different conditions affecting each 
group. Some healthcare institutions might not 
off er dermatological care, making referrals dif-
ficult. Language barriers could prevent some 
patients from taking advantage of services, and 
many patients could live in areas with low derma-
tologist density.  

Ultimately, Dr. Tripathi said, while additional 
research is necessary to fully understand the dis-
parities, he hopes these fi ndings will encourage 
dermatologists to tailor their approaches to outpa-
tient care based upon the demographic and socio-
economic characteristics of the individual patient. 
Dermatologists can augment outreach by mak-
ing translators available, off ering fi nancial coun-

Self-reported any dermatologic condition19,561

1.79% 
Hispanic  

1.76%
African American  

2.11%
Poor
<100% of federal poverty level

3.11%
Near poor 
100%-124% of federal poverty level 

3.49%
Low income 
125%-199% of federal poverty level 

4.70%
Middle income
200%-399% of federal 
poverty level  

9.19% 
High income 
>399% of federal poverty level

seling, and tailoring marketing to address minor-
ity patient needs. 

Dr. Tripathi also said he hopes these fi ndings 
will encourage dermatologists to engage policy 
leaders and medical associations, encouraging 
them to reach out to underserved communities to 
improve their level of care. 

“We need to be more aware of how to bring dif-
ferent groups back into the offi  ce so we can con-
tinue to provide the services they need,” he said. e
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The need to expand 
telemedicine capabilities

W
ith offi  ce visits jammed with complex patients 
and underserved communities aching from lack 
of access, physicians need to think outside of the 
box. Or at least outside of the 10 x 10 exam room. 

Expansion of telemedicine capabilities is one solution. Tele-
medicine often imparts thoughts of a futuristic technology, yet 
teleconsultation is ingrained in our American medical identity. 
Some of the fi rst telephone lines were strung to connect rural phy-
sicians with patients and to bypass the late-night horseback ride 
to the bedside. 

Apocryphally, the very fi rst telephone call placed in 1876 was 
a telemedicine consult, as Alexander Graham Bell spoke the 
infamous words, “Dr. Watson—come here—I want to see you” 
shortly after spilling battery acid on his trousers. Physicians have 
been teleconsulting with patients for generations.

We must expand our current expectations for telemedicine 
and meaningfully embed this tool into our daily practice. 

State-of-the-art virtual care software platforms can be used to 
harness online and asynchronous patient interviews to transform 
the way in which patients can access their physician. Based upon 
condition and symptoms, patients are guided through a branch-
ing algorithm of detailed questions. For example, a young and 
healthy female with dysuria may answer a chain of questions 
about the duration of symptoms, history, allergies, and acknowl-
edgement of any red fl ags. Following this structured framework 
of questioning (which mirrors that performed during an in-per-
son interview) a templated document is generated and forwarded 
to their physician for review. 

For dermatologic concerns, pictures can be uploaded as well. 
The physician can then review documents and choose to treat 
or to refer for the appropriate level of evaluation. If treatment is 
provided, a few clicks generate suffi  cient documentation to meet 

billing requirements in the 38 states that allow 
for telemedicine reimbursement, or patients may 
pay directly. Such platforms streamline evalu-
ation and offer efficient treatment for simple, 

acute conditions. As digital monitoring capabilities continue to 
improve and artifi cial intelligence progresses, these capabilities 
will only become more valuable.

It is essential that telemedicine complement and expand our 
current healthcare delivery—not hinder our day-to-day activity. 
I personally provide patient portal messaging answers to over 100 
medical inquiries a day in my practice without reimbursement. 
A balance must be struck between the futuristic technology and 
billing models expanded on above, and the reality of the in-the-
trench physician. 

Continuity of care still matters. Virtual care interactions are best 
performed in the context of an established patient-physician rela-
tionship. One recent study from Rock Health, a full-service seed 
fund that supports startups working in digital health, showed that 
only 53% of patients were satisfi ed with their experience in an iso-
lated video consult with a provider they had never met before, 
whereas 92% reported satisfaction if they had already had a prior 
in-person visit. The key is that technology and telemedicine should 
be used to enhance our healthcare system, not overturn it.

Our patients are eager for new ways to connect with their physi-
cians and to better understand their own health. There are currently 
over 165,000 health-related smartphone apps available, and these 
were downloaded over 1.7 billion times in 2017. Over 87% of patients 
report they have used at least one digital health tool this year. 

Other industries are taking notice, with over $5 billion in ven-
ture capital funding for telehealth in just 2017 alone. I truly believe 
that telehealth has the potential to transform delivery, improve 
access, and decrease costs. Our patients are increasingly eager for 
such transformation and want us to guide them. As physicians we 
just have be willing to answer the call. e

Disclosures: Aaron George, D.O., is a family physician practicing in his 
hometown of Chambersburg, Penn. He was an Andlinger fellow in health 
policy with the Center for Public Health in Vienna, Austria, and has been 
awarded both the Bristol-Myers Squibb award for excellence in graduate 
medical education, as well as recently named one of the 40 under 40 physi-
cians by the Pennsylvania Medical Society

AARON GEORGE, D.O. | Contributing Author
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Technology and telemedicine should be used to enhance 

our healthcare system, not overturn it.”

Aaron George, D.O., Chambersburg, Penn.
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Equipment fi nancing 
for a modern practice

T
echnology in the healthcare industry is constantly 
evolving, and with these changes comes a higher stan-
dard for quality of care. To deliver the best patient 
outcomes in today’s environment, your practice 

needs to stay competitive and keep ahead of new developments. 
However, for many physicians, the fi nancial strain of a new equip-
ment purchase may stand in the way. 

Financing can help relieve the stress by making payments more 
manageable and within your budget. Rather than expending all 
your capital up front to buy the equipment, fi nancing allows you 
to spread payments over time and free up capital for other busi-
ness expenses. Many physicians fi nd the added fl exibility makes 
fi nancing a valuable alternative.  Depending on the lender, fi nanc-
ing can include the full equipment purchase price and add-ons 
like maintenance and consumables, which can off set the slightly 
higher overall cost of a cash purchase. Your equipment supplier 
may be able to recommend a lender for your needs or, while doing 
your research, consider looking for a lender that off ers fi nancing 
structures that meet your needs. 

FINANCING STRUCTURES

As with any major purchase, it’s critical to determine whether the 
benefi ts will be worth the investment. Fortunately, a practice can 
often fi nd a lender that off ers fl exible fi nancing terms for an ini-
tial period, with no or reduced payments before making full pay-
ments. This gives the practice suffi  cient time to learn how to use 
the equipment and have it generate income prior to taking on the 
bulk of the expense. 

Though these arrangements may be structured diff erently 
depending on the practice’s objective regarding ownership or 
use, there are a number of options available to help your practice 
acquire new technology.

Deferred payment structure. This option requires no pay-
ment for the fi rst three to six months, followed by standard pay-
ments for the remaining term. 

“Token-payment” program. This plan allows a practice to 
pay a nominal monthly payment for a short period (around 6 to 
12 months) before standard payments begin. 

“Step-up” structure. This plan generally includes a deferral 
period, followed by minimum payments for up to a year (often 1 
percent of the equipment cost), before standard payments begin. 

USEFUL LIFE OF THE EQUIPMENT

Today, medical equipment fi nancing terms tend to last between 
three to seven years, and innovations in technology may cause 
obsolescence before the end of the payment term. Since it’s not 
always possible to match your fi nancing term with the useful life 
of the equipment, make sure to discuss the risk with your lender 
beforehand. Both fi nance agreements and leases can include buy-
out and upgrade clauses that can hedge against obsolescence and 
aff ord additional fl exibility down the line.

WHAT TO DO IF YOU’RE LOCKED 

INTO A CONTRACT

Alternatively, if you’re interested in new equipment but have an 
existing contract, there may be options available. It might be pos-
sible to trade-in the old equipment and carry over the remaining 
balance into a new contract and extend the term to maintain, or 
even lower your prior payment, and potentially receive a more 
attractive interest rate. Often a new lender can buy you out of an 
existing contract; however, it’s generally more effi  cient to estab-
lish a long-term relationship with a lender to seamlessly negoti-
ate upgrades.

Above all, it’s critical to seek out a fi nancing program that 
meets your practice’s needs over the long-term. In addition to 
speaking with your supplier, you may want to consult a fi nancial 
advisor, tax attorney, accountant, or other trusted professional to 
help you make the best choice for your practice. e

Disclosures: Justin Tabone is the originations leader for healthcare ven-
dor equipment fi nance at TIAA Bank in Parsippany, New Jersey.

TIAA Bank® is a division of TIAA, FSB. Financing is provided by TIAA 
Commercial Finance, Inc., which is a subsidiary of TIAA, FSB, and not 
itself a bank or a member FDIC.

JUSTIN TABONE | Contributing Author
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Since it’s not always possible to match your fi nancing term with the useful 
life of the equipment, make sure to discuss the risk with your lender beforehand.”
Justin Tabone, TIAA Bank, Parsippany, New Jersey
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patient submits photos and  symptom descriptions 
for a later dermatologist analysis, or if the patient 
and dermatologist have a real-time conversation. 
Correct visit coding can ensure payment.

DERMATOLOGIST & STAFF IMPACT

While providers and staff  need training to gain 
profi ciency with new technology, practices must 
guard against technology fatigue, said Suzanne 

Steinbaum, M.D., director of 
women’s cardiovascular preven-
tion, health, and wellness at Mt. 
Sinai Hospital. Providers can 
experience burn out from too 
many system launches and opti-
mizations. Practices that both get 

provider pre-implementation buy-in and ensure 
their systems are well integrated will have the most 
success.  

Investing in convenience tools, such as online 
scheduling systems where patients secure appoint-
ments themselves, can also increase staff effi-
ciency. They’re freed to tackle other responsibili-
ties, such as helping patients who need more assis-
tance scheduling appointments, transferring pre-
scriptions, or answering more in-offi  ce questions.

PATIENT VOLUME

According to the Deloitte survey, 23% of patients 
have already experienced a virtual visit, and 57% 
of those who haven’t are willing. Consequently, 
off ering technologies that augment dermatology 
accessibility is likely to both retain existing and 
attract new patients.

Additionally, said Maryam Sadeghi, chief 
executive offi  cer for DermEngine, a dermatology 
software and workfl ow improvement company, 
these tools can also bolster your patient satisfac-
tion scores.

“By using AI tools, dermatologists can change 
conversations from not knowing exactly what’s 
going on with the patient,” she said. “Instead, they 
can tell patients they’ve found multiple patients 
cases with the same symptoms and successful 
treatments. This gets a much better response.”

Ultimately, even with business side impacts, 
industry leaders contend the long-term effects 
will be benefi cial and opting out could have neg-
ative results. 

“Our view is that, with a changing landscape 
that favors value-based payment models, grow-
ing consumer demand, and advances in digital 
technologies, virtual care is no longer just a nice-
to-have but a must-have for physicians,” the sur-
vey authors wrote. “And the time for health sys-
tems to consider developing virtual care strategies 
is now.” e

} Technology in practice is becoming a must-have FROM PAGE 1

THE COST OF TECHNOLOGY

According to the Deloitte survey, the cost of tech-
nological tools, including AI, electronic health 
records, or practice management systems, greatly 
impacts the bottom line for many practices. On 
average, such systems hover around approxi-
mately $60,000.

Although price tags can be an initial adop-
tion and implementation barrier, once in place, 
these systems can save practices money, research 
revealed. A recent study published in JAMA Der-

matology, evaluated the per-participant cost for 
individuals involved in teledermatology and con-
ventional referral groups. Overall, investigators 
found teledermatology cost $82 less. 

REIMBURSEMENT

Getting paid for providing virtual care can still be 
complicated. More private insurance companies 
are beginning to cover these services, but the Cent-
ers for Medicare and Medicaid Services (CMS) 
has different requirements based on whether a 

By WHITNEY J. PALMER

Artifi cial intelligence (AI) tools are steadily growing 

in popularity throughout medicine, particularly in 

dermatology. And, as they become more preva-

lent, they are beginning to change how provid-

ers offer care on a day-to-day basis. 

With the individual patient 

appointment, these technolo-

gies can augment a dermatolo-

gist’s ability to identify problems 

and render effective diagnoses, 

said industry leaders. And, that’s 

valuable, said Maryam Sadeghi, chief executive 

offi cer of DermEngine, a dermatology software 

and workfl ow improvement company, because 

the specialty includes more than 2,000 individu-

al diagnoses.

“AI can play an important role in dermatology 

because there’s a good chance a dermatologist 

hasn’t seen a patient with all the possible skin con-

ditions,” she said. “AI can search for patients with 

symptoms and lesion types to provide reference 

cases and treatments.”

To date, dermatology lags behind in digitization 

compared to other specialties, such as radiolo-

gy, she said. AI adoption has also been low due 

to low reimbursement, high cost concerns, and 

worries over reliability and privacy, according to 

the Deloitte 2018 Survey of U.S. Healthcare Con-

sumers and Physicians. But, that is slowly begin-

ning to change as providers realize there are sev-

eral ways AI tools can augment clinical practice.

WHAT AI CAN DO
The potential exists for AI to meet several unmet 

needs in dermatology, said Aimilios Lallas, M.D., 

a dermatologist-venerolgoist at Aristotle Universi-

ty in Thessaloniki in Greece. 

Doctors could use AI, he said, to quickly identify 

new lesions in patients who have multiple moles. 

Or, dermatologists who have fewer years of clin-

ical experience or less training, he said, could 

implement AI as a virtual consultant, giving them 

a higher degree of confi dence in their diagnoses 

and possible treatment plans.

In that vein, Ms. Sadeghi said, some AI software, 

which can be up to 95% accurate, can search 

clinical data to compare a patient’s symptoms to 

other treatment cases. The tool scours high-qual-

ity clinical data to retrieve instances where similar 

patients were treated. The dermatologist can use 

this information to outline a specifi c treatment plan. 

One potential use also offers wider, population-

based health benefi ts, Dr. Lallas said. Dermatolo-

gists could eventually employ AI tools to conduct 

large-scale, periodic screenings to detect suspi-

cious lesions. These screening could be imple-

mented in all patient groups, he said, not just high-

risk populations. 

SHOULD DERMATOLOGISTS WORRY
In many pockets of dermatology, resistance exists 

to implementing AI solutions, citing concerns that 

machines will slowly eliminate the need for the doc-

tors. However, he said, that likelihood is minute.

In fact, he said, the industry should pivot away 

from discussing whether AI will one day replace 

doctors. Feeding those fears could actually inhib-

it the development of AI tools that could help der-

matologists streamline and facilitate the delivery 

of higher-quality clinical care.

Ms. Sadeghi agreed, saying a machine can 

never know a patient as well as their personal der-

matologist can. Using an AI tool does not mean a 

provider abdicates their diagnostic responsibili-

ty to a machine. 

“Our patients trust us,”she said. “We can be a 

better version of ourselves if we have better tools 

to serve them.”

The tool can provide details about how other 

patients with similar conditions have been treat-

ed, but the dermatologist and patient ultimately 

decide what therapy plan to pursue. 

“AI is a consultation tool. Dermatologists should 

use it to make sure they’re making effective, evi-

dence-based decisions,” she said. “But, the der-

matologist will be in charge of determining what 

will be best for the patient and what treatment 

to pursue.” e

AI. FRIEND OR FOE OF DERMATOLOGY?

Ms. Sadeghi

Dr. Steinbaum
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440-891-2615
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We Buy Practices

• Retiring

• Monetization of your practice

• Locking in your value now

• Succession planning

• Sell all or part of your practice

Please call Jeff Queen at
(866) 488-4100 or 

email dermatologist@mydermgroup.com

CAREERS

NATIONAL

CALIFORNIA

ARIZONA

MOHS SURGEON
MULTIPLE PART TIME OPPORTUNITIES

Enfield, CT 2-3 days/mo

Groton, CT 1-2 days/mo

Sanford,NC 2-3 days/mo

White Plains, MD 6-7 days/mo

Contact Karey, (866) 488-4100 or
dermatologist@mydermgroup.com

SONOMA, CALIFORNIA
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

YUMA, ARIZONA
Partnership Available 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

PRACTICE IN PARADISE 
YOUR WAY!
 (760) 423-4047

contourderm.com/career-center

COLORADO

LONE TREE, COLORADO
Associate Opportunity 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

MONTROSE, COLORADO
Part-time Opportunity for 2 days/wk. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

DISTRICT OF COLUMBIA

CONNECTICUT

WASHINGTON, DC
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

BRIDGEPORT, CONNECTICUT
Associate Opportunity 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

MARYLAND

IDAHO

MASSACHUSETTS

WHITE PLAINS, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

MASHPEE, MASSACHUSETTS
Excellent opportunity for a FT dermatologist to join an 

established practice. Contact Karey, (866) 488-4100 

or dermatologist@mydermgroup.com

BOISE, IDAHO
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

EAST BRUNSWICK, NEW JERSEY
Excellent opportunity for a FT dermatologist to join an 

established practice. Contact Karey, (866) 488-4100 

or dermatologist@mydermgroup.com

RENO, NEVADA
Associate Opportunity 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

NEVADA

NEW JERSEY
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Forever Flawless diamond 
powder-infused products
Forever Flawless’ AGE-DEFYING COLLECTION features products with extra-fi ne natu-

ral diamond powder, which the company says restores skin, stimulates cell renewal and 

enriches skin with a blend of botanicals and vitamins.  

Diamond Infused Vitamin C 

Booster:  Provides protection against 

free radical damage, corrects hyper-

pigmentation, and gently exfoliates the 

skin, according to the company. It con-

tains diamond powder, vitamin E, aloe 

vera, and seaweed extract.

Diamond Infused Age-Defy-

ing Thermal Mask: Formulat-

ed to prevent the signs of premature 

aging, this face mask combines botan-

icals and extra-fi ne diamond powder to 

remove excess oil buildup and exfoliate 

dead skin cells. The addition of thermal 

spring water helps to open the pores, while kaolin and zeolite purify the skin and diminish 

the appearance of blackheads and wrinkles, says the company.

Diamond Infused Age-Defying Serum: This serum is made up of a peptide 

formula with extra-fi ne diamond powder. Forever Flawless says that this serum combats 

the aging process with cell-reconstructing agents. The product also features essential oils, 

vitamins, minerals, and natural botanicals that moisturize and gently exfoliate the top layer 

of the skin. 

Diamond Infused Age-Defying Cream: This face cream brings includes vita-

mins C and E, soybean oil, beeswax, glycerin, the advanced MDI complex and natural dia-

mond.

FOR MORE INFORMATION: foreverfl awless.com.

CeraVe new products meet 
unique skincare need
CeraVe announced its DIABETICS’ DRY SKIN RELIEF line, which was developed with der-

matologists and includes products that seek to address the unique skincare needs of peo-

ple with diabetes. Each product 

contains ceramides 1, 3, 6-11 

as well as bilberry and urea to 

moisturize the skin and restore 

the skin’s natural protective 

barrier.

Cleansing Wash: Contain-

ing bilberry and urea, this wash 

gently cleanses and helps 

soothe dry skin to provide long-

lasting moisturization. 

Hand & Foot Cream: Free 

of drying alcohols and made 

from a non-greasy formula, this 

cream sooths dry and cracked 

skin to provide 48 hours of moisturization. 

Moisturizing Cream: This non-greasy cream is formulated to provide 48 hours of mois-

turization and leave skin feeling soft and smooth.

FOR MORE INFORMATION: cerave.com.

Exuviance introduces 
hyaluronic acid micro-
fi ller regimen
Exuviance recently introduced EXUVIANCE HA100 

MICRO-FILLER REGIMEN, which is a two-step prod-

uct that targets lines and wrinkles overnight. It fea-

tures micro-cone patches that deliver hyaluron-

ic acid and a serum with patented Aminofi l, patented NeoGlucosamin and Vitamin C.  

The micro-cone patches address lines by providing surface hydration while the serum 

addresses dark spots, loose skin and uneven skin texture, according to Exuviance.

Mikio Fujitsuka, Head of Exuviance Sales and Marketing, says, “With our new HA100 

Micro-Filler, inspired by med spa treatments, we are introducing a regimen that delivers vis-

ible results while you sleep in a non-invasive regimen.”

Of the 34 women that participated in a consumer perception survey, 97% claimed 

their skin was smoother, more hydrated and more plump-looking. Women also reported a 

decrease in fi ne lines and wrinkles, as well as fi rmer skin.

FOR MORE INFORMATION: exuviance.com.

Skin to You launches three affordable 
skincare collections
Skin to You has launched their CLEANSE, TREAT AND MOISTURIZE COLLECTIONS, which 

are holistic and affordable skincare lines that seek to protect skin from pollution, sun dam-

age, allergens and chemicals. The Cleanse collection can be used at morning and at night to 

rid skin of dirt, oil and makeup, while the Treat collection targets hyperpigmentation, fi ne lines 

and wrinkles, and the Moisturize collection provides 24-hour hydration for smoother skin.

Me, Myself & Micellar Water: A part of the Cleanse collection, this makeup remover 

and setting spray can be used on sensitive skin to gently remove makeup, oil and dirt.

I Mist You: This product is included in the Cleanse collection. The mist hydrates and 

sooths and can be used on bare skin or over makeup to keep skin moist throughout the day.

Rated X-foliate: This product is also part of the Cleanse collection and is formulated to 

gently exfoliate skin as a scrub or a mask.

Ready for This Jelly: A part of the Treat collection, this cleanser gently cleans skin to 

remove stubborn residue without stripping skin moisture.

I Scream for Eye Cream: This cream is part of the Treat collection and contains green 

tea and primrose to brighten, hydrate and smooth under-eye skin.

Vitamin C Ya: This product is included in the Treat collection and provides a brightening 

and moisturizing boost to skin.

Sun Sealed Delivered: A part of the Moisturize collection, this broad-spectrum facial 

moisturizer is gentle and can be used daily.

Vitamin Cream: This cream is also a part of the Moisturize collection. It contains jojoba 

and aloe, which hydrate skin.

The products are not tested on animals and are made in the United States.

FOR MORE INFORMATION: skintoyoubrand.com. 
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REFERENCES: Centers for Medicare and Medicaid Services. “83 FR 59452 (2019 Medicare Physician Fee Schedule Final Rule).” Federal Register. Novem-
ber 23, 2018. https://bit.ly/2GITg8z. * Michael Marron-Stearns, MD, CPC, CFPC. “MACRA/Quality Payment Program in 2019: Finalized Changes,” Journal of 

AHIMA. Dec. 6, 2018. https://bit.ly/2GyrUSi

Medicare Physician Fee 
Schedule Changes

For established patients at check-in, nurses no lon-

ger need to re-record the patient’s record in detail 

if this was done in a previous visit. Instead, a review 

and update of the records with the patient will 

suffi ce.

For new and established outpatient visits, physi-

cians need not re-record the patient’s chief com-

plaint and history that has already been entered into 

the record. A review will suffi ce.

The practitioner may remove duplicative notations 

by residents or other members of the medical team.

LESSEN ADMINISTRATIVE BURDEN

Practitioners could be paid separately for virtual 

check-in services (HCPCS code G2012) done by tele-

phone or other telecommunication devices.

Practitioners could be separately paid for reviewing 

patient-transmitted photos or videos submitted by an 

established patient (HCPCS code G2010) to assess 

whether a visit is needed. 

CMS is also fi nalizing policies to pay separately for 

new coding describing chronic care remote physi-

ologic monitoring (CPT codes 99453, 99454, and 

99457) and interprofessional internet consultation 

(CPT codes 99451, 99452, 99446, 99447, 99448, 

and 99449).

PAYMENTS FOR TELEMEDICINE SERVICES

In 2019 all practices must use Certifi ed EHR Tech-

nology (CEHRT) that was certifi ed using the 2015 

Edition requirements to receive a score in the Pro-

moting Interoperability performance category. *

OTHER NEW REQUIREMENTS
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25%

QUALITY

45%

IMPROVEMENT 
ACTIVITIES

15%

COST 
(up from 10% in 2018)

15%

T
he Centers for Medicare & Medicaid Services (CMS) is in the process of fi nalizing 

changes to the Medicare Physician Fee Schedule (PFS) changes for offi  ce visits, 

surgical procedures, diagnostic tests, therapy services, and preventive 

services. These changes apply to healthcare practitioners, 

diagnostic testing facilities and treatment centers. In this table, 

we highlight some of the forthcoming changes 

for our readers.

MIPS 2019 PERFORMANCE YEAR 
CATEGORY WEIGHTINGS *
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