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O
ne of the most interesting changes 
I have observed is the use of  artifi -
cial hair. The resurgence of fash-
ionable fake hair is an interesting 

phenomenon. 
False eyelashes were a must-have fashion 

statement in the 1960s and disappeared for 
almost 50 years, only to become a staple of 
newscasters in 2018. I did a survey of false eye-
lash use among female cable and network tele-
vision reporters, and I discovered that 100% of 
the ladies were wearing some confi guration of 
false eyelashes. 

Why the rediscovery of this Max Factor 
invention? I think it is due to high-definition 
TV. With traditional resolution, you can see the 
eyes of the female reporter, but not her eyelashes. 
High-defi nition TV allows visualization of such 
detail that every lash can be seen. As a matter of 
fact, I could determine the lash confi guration 
each lady was wearing. The most popular lashes 
were upper eyelid demi-lashes — this is a style 
in which the artifi cial lashes close to the inner 
canthus are shorter and become progressively 

longer toward the lateral canthus. In my opin-
ion, the ladies wearing the eyelash prostheses 
had more dramatic and alluring eyes.

It is amazing to consider that eyelash hair pat-
terns may be dictated by advancements in digi-
tal TV cameras and the increased resolution of 
LED monitors. So, the false eyelash industry 
is booming because someone noticed that light 
could be emitted in various wavelengths by a 
diode. Then, someone noticed that these LEDs 
could be organized in banks to create a com-
plex image with more diodes creating a more 
detailed picture. Then, someone came up with 
the idea that pictures could be digitized by creat-
ing pixels of information that could be disassem-
bled and subsequently reassembled to transmit 
images electronically over long distances. And, 
this is why we now have renewed false eyelash 
popularity.

Have you also noticed that many of the same 
female reporters also sport very long thick scalp 
hair? Observe that the hair is very thick at the 
ends and holds a very nice bouncy curl. Is it 
real? Of course, not! However, long hair has 

been a sign of femininity and overall systemic 
health. So, similar to the renewed popularity 
of false eyelashes, you can see every hair on the 
head of female newscasters, and these long lush 
locks become important. 

Is the use of fake hair a problem? Not really, 
when you know it is fake. It could become a 
problem if this image becomes representative of 
the “ideal” woman. 

I now have women coming into my office 
wanting to grow impossibly long eyelashes and 
impossibly long thick hair. They believe they 
have a hair disorder because their eyelashes will 
not grow as long as their favorite TV talk show 
personality, even with the use of prescription 
eyelash growth products. I try to explain that 
beautiful high defi nition TV eyelashes and scalp 
hair are most certainly augmented, but this is not 
the answer the patient desires. I add that they, 
too, could use false eyelashes and hair exten-
sions, but they should prepare to lose some of 
their own hair due to adhesive problems and 
hair breakage. Remember, even high defi nition 
TV is not all it seems. e
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Fake hair, electronics and fashion

by DR. ZOE DIANA DRAELOS

Dr. Draelos is a clinical and research dermatologist with Dermatology 

Consulting Services, High Point, N.C. and a consulting professor of dermatology, 

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

“High-defi nition TV allows 
visualization of such detail 
that every lash can be seen.”

M O R E  O N  T R E A T I N G  H A I R  D I S O R D E R S

This month Dermatology Times takes a look at hair disorders. Certainly, hair disorders are a challenge for most dermatologists because treating hair disease is like counting tree 

rings. Current observations are an indicator of past history as it takes three months until the earliest results of hair growth intervention are evident and probably six months until 

true cosmetically valuable change can be observed. READ MORE:

“Trends found among patients experiencing hair loss,” PG. 1  |  “The role of dietary supplements in treating alopecia areata,” PG. 28
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A
new Centers for Medicaid and Medi-
care Services plan for payment for 
evaluation and management services 
(E/M) has been proposed and CMS 

is currently accepting comments through 5 p.m., 
Sept. 10. The new rules would apply to all E/M 
services delivered after Jan. 1, 2019.

The gist of the new rules is that there would 
be only one E/M category for any service with at 
least an E/M level of the present 99202 for new 
patients or 99212 for return patients. The pay-
ment would be about $135 for new offi  ce visits 
regardless of the complexity of the service ren-
dered and about $93 for return visits. For exam-
ple, an oncologist seeing a new cancer patient 

with all of the diffi  culties of reviewing the old 
medical records, doing a complete examination 
and ordering appropriate laboratory tests would 
be paid the same as a dermatologist evaluating 
someone with a seborrheic keratosis.

The rationale for this change in payment is 
that there will be a reduced paperwork burden 
on the treating medical practitioner, since every 
little detail would not need to be documented in 
the medical record in order to maximize payment. 
According to CMS officials, this would allow 
physicians more time to spend with their patients. 
They estimate that these new rules would save an 
estimated 51 hours of clinic time per year.

CMS reports that very few physicians will real-

ize major changes in income, although a few spe-
cialties will be aff ected diff erently than the others. 
Supposedly, obstetricians would benefi t greatly 
while dermatologists, rheumatologists and podi-
atrists would be the most adversely aff ected.

Let us start the analysis of this plan by exam-
ining the ways in which it might impact der-
matology. In spite of the predictions of lower 
incomes for dermatologists, it is my view that 
most of us will benefi t handsomely fi nancially. 
I do not know how other dermatologists bill 
for E/M services, but I cannot recall a single 
instance where I have ever been paid $135 for 
an initial evaluation. Under the proposed plan, 
I will almost certainly earn more money. In addi-
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CMS proposes new reimbursement 
guidelines - Are they kidding?

by DR. NORMAN LEVINE, M.D.

Dr. Levine is a private practitioner in Tucson, Ariz.

CMS’s proposed retooling of ACOs 

getting mixed reviews
By JEFFREY BENDIX

THE MEDICARE SHARED SAVINGS PROGRAM (MSSP) 

was conceived under the Affordable Care Act as a 

way to reduce Medicare spending without dimin-

ishing the quality of patient care. But the program 

hasn’t produced the expected savings since its 

launch in 2012, so the Trump Administration is pro-

posing a dramatic makeover.

CMS Administrator Seema Verma recently pro-

posed a new rule that would make it harder for 

accountable care organizations (ACOs)—the vehi-

cles for participating in the MSSP—to realize the fi nan-

cial benefi ts of participating in the program with-

out also taking on more fi nancial risk. “We are pro-

posing signifi cant changes to increase quality for 

patients and drive toward program-wide savings,” 

Verma wrote in a Health Affairs blog post accom-

panying the announcement. 

Reaction to Verma’s announcement so far has 

been mixed. The National Association of ACOs is 

strongly opposed, calling it “a signifi cant setback for 

Medicare payment reform.” But the CEO of a private 

company active in the ACO fi eld sees some bene-

fi ts to the rule. If CMS adheres to its typical timeta-

ble for rule adoption, it would likely take effect late 

this year or in early 2019. 

ACOs consist of hospitals, medical practices and/

or other providers that band together to care for an 

assigned group of Medicare benefi ciaries, with the 

goal of providing the care for less than what the gov-

ernment projects it would cost under Medicare’s fee-

for-service program. ACOs that achieve the goal within 

Medicare’s quality standards share some of the sav-

ings with the government. Those whose costs exceed 

government benchmarks face fi nancial penalties. 

An ACO’s fi nancial risk and reward varies accord-

ing to which of the program’s three “tracks” it choos-

es. Track 1 ACOs receive a smaller share of any sav-

ings, but are not penalized for higher-than-project-

fromA N A LYS I S

ACOS CONTINUES ON PAGE 11f

E/M CHANGES CONTINUES ON PAGE 11f
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tion, the clinic notes of most dermatologists will 
be much easier to prepare because I am pretty 
sure that most will no longer document the min-
imal abnormalities (skin tags, etc.), which cur-
rently invite a higher level of E/M service to be 
billed.

What happens when a patient with a com-
plicated dermatologic problem consults with 
one of us? I now spend a fairly large portion of 
my time caring for these people. With the new 
rules, there might be a financial incentive to 
refer them to the local university dermatology 
department and let that institution struggle to 
remain fi nancially viable with what would be a 
signifi cant decrease in payment for the care that 
they deliver. Apparently, CMS has indicated 
that there will be “add-on payments,” mostly 
to primary care providers and “some others” to 
reduce the amount of lost income that they incur.

It appears that most dermatologists will ben-
efi t fi nancially with this new system. But wait, 
I thought that medical care was supposed to 
center around the needs of the patients and not 
around the best interests of medical practition-

ers. Let us consider a few worst-case scenarios:
} A patient with multiple dermatologic prob-

lems is informed that his physician will only 
address one issue per visit. This would cer-
tainly benefit the physician but could be a 
major hassle for the patient having to return 
multiple times to have all of his problems 
addressed, each time with a new co-pay.

} The new payment system promises that the 
physicians will have more time to spend on 
individual patient care. Although it would be 
nice to imagine that the doctor would use all 
of the time saved in documentation to spend 
on increased time and attention to each of his 
patients. I would guess that it is more likely 
that the physician will either leave work ear-
lier each day or will see additional numbers of 
patients with the attendant increased income. 
A recent article in The New York Times about 
the E/M changes featured a few other possible 
unintended consequences with the new pay-
ment system. These might aff ect the entire 
medical care system.

} Many providers of complex medical services 

will stop participating in Medicare altogether. 
This would greatly reduce the options that 
many Medicare enrollees would have for 
quality care.

} Erroneous or fraudulent claims might be paid 
more often because physicians would be sub-
mitting less information to document the ser-
vices provided (that is what “cutting red tape” 
is all about).

} Medical students will understand the long-
term implications of the payment proposals 
and might choose against medical disciplines 
with high intensity encounters such as inter-
nal medicine or family medicine, the ones 
which will be most needed in the future.
As you can imagine, it is my view that the new 

E/M payment system will be a fi nancial boon 
to most dermatologists but would be a disas-
ter for our patients and for the medical care sys-
tem as a whole. I am hopeful that the American 
Academy of Dermatology and other infl uential 
groups will persuade CMS to reconsider this 
poorly designed program. e

ed costs. In contrast, tracks 2 and 3 ACOs keep a 

greater share of any savings they generate, but 

also face penalties if their costs exceed the gov-

ernment’s benchmarks. 

The problem, according to CMS, is that more than 

80 percent of the 561 current ACOs are in track 1, 

and thus are generating little, if any, savings. More-

over, they are allowed to remain in track 1 for up to 

six years. The agency wants to address this by con-

solidating the three existing tracks into two, known 

as BASIC and ENHANCED. ACOs on the BASIC track 

would start by sharing in savings with no fi nancial 

risk, with the amount of shared savings they could 

keep capped at 25 percent, compared with the 

50 percent share track 1 ACOs are now eligible for. 

After two years they would automatically start mov-

ing to progressively greater levels of reward and 

risk, culminating in levels that would qualify as an 

advanced payment model (APM) under MACRA.

The ENHANCED track would be similar to the cur-

rent Track 3 in terms of rewards and penalties, but 

offer some additional tools and fl exibility to help 

participating ACOs reduce care costs.  

In a media briefi ng, Verma said ACOs shouldn’t 

be allowed to earn additional revenue without being 

at risk for any losses. “After six years of experience, 

the time has come to put real accountability in 

accountable care organizations,” she said, add-

ing that the proposed changes would save Medi-

care an estimated $2.2 billion over the next 10 years. 

CMS is proposing a July 1, 2019 start date for imple-

menting the changes. ACOs whose contracts are 

due to expire at the end of 2018 would get a six-

month extension. 

The National Association of ACOs (NAACOS) 

reacted to the proposed rule with alarm, citing a 

survey it conducted earlier this year in which exec-

utive at many ACOs said they would leave the pro-

gram rather than take on fi nancial risk.

“It’s naïve to think that ACOs that aren’t ready can 

be forced to take on risk, given that the program is 

voluntary, NAACOS president and CEO Clif Gaus 

said in a written statement. “The more likely outcome 

will be that many ACOs quit the program, divest 

their care coordination resources and return to pay-

ment models that emphasize volume over value.” 

But Farzad Mostashari, MD, co-founder and CEO 

of Aledade, a company that helps organize and 

manage ACOs, sees some benefi ts to the chang-

es CMS is proposing, particularly in consolidating 

the participation tracks. 

“The idea is to create a sequence where you start 

off basic and then they move you up,” he says. “You 

will be marched up this escalator until you reach 

the APM level with greater downside risk. I think let-

ting ACOs sit for too long with no downside risk is 

not a good idea.”

Mostashari notes that the proposed rule includes 

data from 2016 comparing the performances of 

ACOs led by physicians to those led by hospitals, 

with physician-led ACOs saving about $500 million, 

and those led by hospitals saving virtually nothing.

“The conventional wisdom is that ACOs aren’t per-

forming as well as expected,” he says. “It would be 

more correct to say that hospital-led ACOs aren’t 

performing well, but physician ACOs are doing 

quite well.” 

CMS is accepting public comment on the pro-

posed rule through October 16. e

} E/M changes: CMS may want to reconsider it’s proposed revisions FROM PAGE 8

} ACOs: Public comments on the proposed rule accepted through Oct. 16 FROM PAGE 8

A N A LYS I S
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Q Is it healthy for skin to feel tight 
when you get out of the shower?
Many patients state that they do not feel clean 
unless their skin feels tight after exiting the 
shower. This tightness is not at all related to 
cleanliness, but rather to skin barrier damage 
and undesirable water evaporation. In reality, 
tight skin is damaged skin. I will explain the 
sequence of events.

Soap is an anionic surfactant with a high 
alkaline pH, which, in turn, causes swelling 
of the stratum corneum. This swelling allows 
unwanted deeper penetration of the soap into 
the skin possibly causing irritation and itch-
ing. Soap also binds to stratum corneum pro-
teins further inducing swelling and hyper-
hydration of the skin. Following the comple-
tion of bathing, the excess water evaporates 
leading to skin tightness. Thus, tightness is 
a sign of skin dryness because soap binding 
reduces the ability of the skin proteins to hold 
water. This explains why continued use of the 
alkaline cleanser on a daily basis in conjunc-
tion with hot water can lead to eczematous 
skin disease.

The tight skin feeling is reduced when 
lower pH cleansers are used, such as synthetic 
detergents, instead of soap. These synthetic 
detergents, known as syndets, are found in the 
cleansing bars known as “beauty bars.” These 
bars, which include Dove (Unilever), Cet-
aphil Bar (Galderma), and Olay Bar (Procter 
& Gamble), do not produce as much skin 
tightness and are noted by some to leave the 
skin feeling slimy. Some patients may associ-
ate the sliminess with residual cleanser resi-

due or incomplete cleansing. This is not the 
case. The sliminess is the feeling of healthy 
clean skin.

Syndets do not cause as much protein 
denaturation as soaps due to the charge den-
sity of protein-bound micelle-like surfactant 
aggregates. Thus, anionic syndet surfactants, 
such as sodium lauryl sulfate and sodium lau-
rate and sodium cocoyl isethionate, are less 
irritating than soap. It is sometimes diffi  cult to 
convince male eczema patients that a dry tight 
feeling after showering is not good.

Q Why is menthol used in so many 
skincare products?
A whole area of skincare formulation is 
devoted to sensates. Sensates are substances 
that create a distinct feeling upon topical 
application. For example, male shaving prep-
arations have long included menthol.  It is 
unknown why the skin has menthol receptors, 
but the receptors are rapidly activated once 
menthol is applied topically. Most individu-
als will experience a cooling feeling with men-
thol, but a few will experience pain.  Thus, 
there is variety in human response to sensates.

Many men experience stinging and burn-
ing from tiny razor nicks post shaving. Men-
thol creates a cooling sensation when applied 
topically in most individuals. A menthol-con-
taining shave cream will replace the stinging/
burning with cooling, which is a more satis-
fying post-shave sensation. Menthol is also 
added to post-sunburn lotions to replace the 
burning sensation with a cooling sensation. 

Therapeutic anti-itch moisturizers will also 
contain menthol to replace the annoying itch 
with cooling.

Menthol is also used in variety of formula-
tions where noxious sensory stimuli are not 
present, such as acne preparations. Some 
OTC acne products contain menthol to cre-
ate a tingling feeling post-application. The tin-
gling feeling is used to appeal to young con-
sumers who equate the tingle with product 
effi  cacy. Indeed, young people fi nd a menthol-
containing acne cream more eff ective than the 
same formulation without the menthol. Sen-
sates play a large role in product perception 
and sales.

Q How are OTC itch relieving 
products evaluated?
It is sometimes challenging to develop itch 
products and assess multiple formulations 
for effi  cacy, since itch is a transient symp-
tom that varies by person in its perception. 
One of the newer ways to standardize itch is 
to expose the skin to cowhage, an irritating 
plant.  Most people will itch when their skin 
comes into contact with cowhage. Once the 
itch is induced, the itch relieving products 
can be applied to determine which one is most 
eff ective.  While itch due to dermatologic dis-
ease diff ers from irritant-induced itch, cow-
hage exposure can be used as a screening tool 
for the cosmetic chemist. e

Skin sensations

by DR. ZOE DIANA DRAELOS

Dr. Draelos is a consulting professor of dermatology, 

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

“Skin tightness is not related to 
cleanliness, but to skin barrier damage.”
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D
ermatology is a small fi eld, however, 
from an innovation standpoint, we 
have always felt that dermatology 
punches way above its weight1. 

Over the last 20 years, the increased knowledge 
of the underlying pathophysiology of skin dis-
eases has led to critical insights that have yielded 
new therapeutic options: 

}  Our fi eld continues to be at the forefront of clini-
cal immunology with new targeted biologics pro-
viding dramatic disease responses for patients 
with serious infl ammatory skin conditions.

} In oncology, melanoma and Merkel cell carci-
noma are focus points in cancer immunotherapy. 

} Non-invasive fat reduction, and laser/light and 
other energy-based products are bright spots 
in medical device innovation. 

} Breakthrough advances in gene therapy and 
stem cell science hold great promise in treat-
ing fatal blistering diseases. 

} Botulinum toxin and fi llers, driven forward 
by dermatologists2, have fueled the increasing 
demand for non-invasive aesthetic treatments. 

} Finally, artifi cial intelligence and other health 
IT tools have already entered our fi eld in mean-
ingful ways.

While there are many developments to be 
excited about and celebrate, biomedical inno-
vation is always tenuous. Innovation needs to be 

continuously supported and nurtured because 
it can be  easily extinguished. Aligning science, 
funding, and market opportunity requires excep-
tional individuals and often — some luck.

Innovation is vulnerable. This is especially 
true in dermatology. We are a fi eld with a few 
common diseases and many rare ones. Advanc-
ing care for orphan conditions is at risk for stag-
nation. One in four Americans will see a physi-
cian for a skin problem this year, and a study from 
American Academy of Dermatology shows that 
of 24 skin disease categories analyzed, half are 
associated with mortality3. Biomedical innova-
tion is a critical source of progress and diff eren-
tiation for our specialty and our patients. 

This new column in Dermatology Times will 
focus on a broad scope of issues related to innova-
tion in dermatology. The fi rst objective is to pro-
vide practical, actionable advice and knowledge 
resources for individuals that have an interest in 
pursuing their own innovations in our fi eld, either 
by themselves or as part of teams. These articles 
will focus on key steps along the product innova-
tion journey. For instance, we will explore the sci-
ence behind problem identifi cation and needs state-
ments. Intellectual property and technology trans-

fer issues will be discussed, supplemented by expert 
opinions. Other topics include fundraising and reg-
ulatory hurdles. The second objective is to provide 
a broader assessment of innovation in dermatology 
and how new global developments in our space will 
(or will not) improve patient care. The third is to sim-
ply tell stories that show innovation can be driven 
by individuals4. It is our hope these stories serve 
both as inspiration and education. 

As we look to the future, how do we cultivate 
an ecosystem that recognizes and overcomes the 
scientifi c, clinical, and economic challenges that 
face innovation in dermatology? It is our belief 
that our fi eld be a model for other specialties in 
medicine by cultivating patient-centric innovation 
by engaging in a wide-range of stakeholders. e

Disclosures: All authors are members of Advancing 
Innovation in Dermatology, Inc., a registered 501(c)
(3) organization designated as a public charity in the 
United States.
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Innovation matters in dermatology

“Innovation needs to be continuously 
supported and nurtured because 
it can be so easily extinguished.”
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Dermatology Accelerator Fund.
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How do we cultivate 
an ecosystem that 
recognizes and over-
comes the .... challenges 
that face innovation?”
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W
hile dermatologists are report-
edly among the happier subspe-
cialties in medicine, a little over 
one-third have reported feeling 

burned out, depressed or both, according to a 
survey conducted by Medscape.1 It’s not a sur-
prise. The healthcare industry has been churning 
with change, and so have the physicians within.

Understanding this, we asked you to share 
your most pressing issues and information needs 
to ensure that we are providing the support and 
insight you need. Our recent surveys shed more 
light on what is on your mind. 

While most dermatologists reported in our 
2017 Dermatology Times State 
of the Specialty Survey 
that they would choose 
dermatology again 
(83%), a little over 
half (54%) stated 
that they were less 
optimistic than 
the previous year 
about their ability 
to provide adequate 
patient care. The top 
two challenges cited 
were “managing payer 
relationships, reimburse-
ment, compensation” (46%) and 
“increased administrative work” (41%). More 
than half (57%) reported that their top focus area 
for offi  ce or practice over the next three to fi ve 
years is to “increase practice effi  ciency.”

In our follow-up reader survey, you con-
fi rmed that, still, the most pressing issues fac-
ing your practice today include:

} Drug costs,
} Reimbursement, 
} Preauthorization hurdles,
} Government regulations, 
} EMR challenges, and
}  Private equity takeovers.
These sentiments underscore results from 

Medscape’s Dermatologist Lifestyle Report 
2018, in which more than two thirds of respond-
ing dermatologists (67%) pointed to “too many 
bureaucratic tasks (eg, charting, paperwork)” 

as a contributing factor to burnout, followed 
by 36% who reported “increasing com-

puterization of practice (EHRs),” 
another third (29%) cited “govern-

ment regulations”, and 25% cited 
“decreasing reimbursements”.1

Thirty-one percent of der-
matologists surveyed in Med-
scape’s 2018 Physician Wealth 
and Debt report 2018 cited 

“having so many rules and reg-
ulations” as the most challeng-

ing part of their job while another 
21% said it was “diffi  culties getting 

fair reimbursement.”2

One responder to our State of the Specialty 
Survey, said, “[There is] no time to take care of 
patients due to regulatory burdens (MACRA, 
EMRs, Mandatory courses, etc).”

It comes as no surprise, then, that you noted 

the emerging issues you’d like to read more 
about included: EMRs, reimbursement, drug 
costs and shortages, and the use of extenders. 
You also mentioned a number of clinical topics.

When asked to rank the kinds of content you 
prefer to read, the top fi ve responses in order 
were: 

} Clinical research news, 
} Practice management news,
} Product information,
}  Industry news, and
} People on the move.
You also expressed interest in seeing devel-

opments from specifi c journals and conferences, 
so we plan to increase our coverage of those you 
listed.

We greatly appreciate your feedback. We’re 
committed to meeting your information needs, 
so our upcoming issues will include deep dives 
into the issues that you’ve highlighted. We are 
committed to evolving with our readers. As your 
needs change, so will our content — but we need 
your continued feedback and contributions. Let 
us know what keeps you up at night. 

Email me at: heather.onorati@ubm.come
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“[There is] no time 
to take care of patients due 
to regulatory burdens.
— Physician responder, Dermatology Times 2017 State of the Specialty Survey
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Trip ends, journey begins

A
fter 22 years in dermatology private practice—I went on part sabbatical, 
part locums work. I left my job last year to pursue travel,  per diem derma-
tology work and experiences where I could combine travel with healthcare.

Such an opportunity presented itself with WE Charity’s “Passion to 
Heal” program, which provides dermatology and ophthalmology care to children 
and adults in rural communities in Kenya and India. In February, my application was 
accepted and two months later, I was in rural India, specifi ally Rajasthan, where I 
stayed for 10 days.

Those who travel with the program like to say, “The journey begins when the trip 
ends.”

This is my journey.

OUR MEDICAL EXPERIENCE 

WE set up a clinic in a private school in Rajasthan where seven physicians, three phy-
sician assistants and three medical assistants from the United States joined a team 
already on the ground. 

We began treating patients immediately and, gradually, I found that I was becom-
ing a diff erent kind of practitioner. I entered the program with the expectation that I 
would be treating skin disorders, but in the end, I was assessing overall health and well-
being, off ering general medical care, including — among other things — treating intes-
tinal worms in children. This was initially met with some fear on my part. I felt that I 
may not be able to off er adequate care outside of my traditional scope of practice. But 
now, I realize that my fears were unfounded, and I have tremendous gratitude for this 

WE medical trip to India ends in 
eye-opening lessons learned

WE CONTINUES ON PAGE 94f

“I rediscovered the purity of the doctor-patient 
relationship. Here, I wasn’t a physician bogged 
down with worry about malpractice or charting.”
— Anna Sarno Ryan, M.D.

by ANNA SARNO RYAN, M.D.

Dr. Sarno is an adjunct instructor of dermatology at 

the University of Texas Medical Branch at Galveston

~Anna Sarno Ryan, M.D., a private practice dermatologist, 
recently volunteered for a medical trip to India sponsored by WE 
Charity. She treated children and adults for skin conditions and, 
for many, this was their fi rst-ever visit with a doctor.
Photo courtesy of Dr. Sarno.
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THE BEST AND WORST 

STATES FOR HEALTHCARE

ALMIRALL STRENGTHENS ITS PLACE IN U.S. MARKET

88 PERCENT of the U.S. population has 

regular access to healthcare, shows an 

analysis by WalletHub, which, in August, 

released its 2018 Best and Worst States 

for Health Care list.

WalletHub compared 50 states and 

the District of Columbia across 40 key 

measures of healthcare cost, accessi-

bility and outcome. Their analysis shows 

that at $290 per patient, Massachu-

setts has the lowest average month-

ly health-insurance premium, which is 

3.6 times lower than that of Alaska — the 

state with the highest average monthly 

healthcare premium:  $1,041.

California has the highest retention 

rate for medical residents, 70.4%, which 

is 4.3 times higher than in the District of 

Columbia which came in at the lowest 

at 16.4%.

 Vermont has the lowest number of 

infant mortalities three per 1,000 live 

births which compares to Alabama, 

which came in at the highest at nine per 

1,000 live births.

At 9%, West Virginia has the lowest 

share of at-risk adults without a routine 

doctor visit in the past two years. This 

is 1.9 times lower than Oregon which 

came in at the highest at 16.9%.

To view the full report and your state 

or the District’s rank, please visit: 

http://bit.ly/2KQFoWt

PHARMATIMES reported in August that the Spanish company Almirall 

acquired Allergan’s U.S. dermatology portfolio for $650 million.

The deal includes acne medications Aczone (dapsone), Tazorac 

(tazarotene) and Azelex (azelaic acid), plus the dermatosis drug Cordran 

Tape (fl udroxycortide) and the new anti-infl ammatory SeysaraTM (sare-

cycline) for acne vulgaris. 

“This is a transformation-

al deal for Almirall,” said 

the company’s CEO Peter 

Guenter. “It will reinforce and 

consolidate our position in 

the world’s largest dermatology 

market and is a well-balanced 

portfolio of mature and growth brands with a major launch opportunity 

of an innovative New Chemical Entity (NCE). It offers us medium to long 

term top and bottom line growth opportunities. Moreover, it will allow 

for an expanded platform to launch KX2-391, which has the potential to 

become a new standard of care in actinic keratosis.”

Sales for the newly developed SeysaraTM is expected to reach $200 

million, the company stated. By comparison, the four other drugs gener-

ated $70 million in sales in the U.S. from January-July 2018.

“With this acquisition, Almirall consolidates and reinforces its presence 

in the US, the largest market in the world, and expands its range of der-

matological products, representing a transformational step for Almirall US 

as well as Almirall as a whole,” the company added. 

HEALTHCARE RANKINGS 

BY STATE:

THE BEST

1.  Vermont

2.  Massachusetts

3.  New Hampshire

4.  Minnesota

5.  Hawaii

6.  Rhode Island

7.  Colorado

8.  District of Columbia

9.  Iowa

10.  Maryland

THE WORST

42. Florida

43. Georgia

44. South Carolina

45. Oklahoma

46. Alabama

47. North Carolina

48. Arkansas

49. Alaska

50. Mississippi

51. Louisiana

FDA TO CONSIDER 
OMADACYCLINE
IN OCTOBER, the Food and Drug Administration is expected 

to decide on the approval of omadacycline (Paratek Phar-

maceuticals) for the treatment 

of acute bacterial skin and skin 

structure infections, and com-

munity-acquired bacterial pneu-

monia. 

In August, the Paratek 

announced that the FDA’s Antimi-

crobials Drug Advisory Commit-

tee voted in favor of approving 

omadacycline, which is a tetracy-

cline that has been developed in 

both intravenous and oral forms.

“Omadacycline has the potential to help address the 

urgent and growing need for new antibiotics to treat serious 

community-acquired infections. With once-daily dosing and 

bioequivalent intravenous and oral formulations, omadacy-

cline may help facilitate early discharge from the hospital or, 

in other cases, allow for safe and effective treatment in the 

outpatient setting,” said Michael F. Bigham, chairman and 

CEO, Paratek. “Today’s recommendations from the Advisory 

Committee move us one step closer to making this important 

new treatment option available to patients and physicians. 

We look forward to working with the FDA as it considers the 

comments from the committee members and completes its 

review of the omadacycline new drug applications.”

The FDA based its decision on fi ndings from three phase 

three studies on acute bacterial skin and skin structure infec-

tions, and community-acquired bacterial pneumonia. In all 

three studies, omadacycline met all primary and secondary 

effi cacy outcomes and was considered generally safe and 

well-tolerated. 

$650 million
The price of Allergan’s 
U.S. dermatology portfolio.

Photo courtesy of Paratek Pharmaceuticals.
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THE FOOD AND DRUG ADMINISTRATION is exploring ways to prevent 

long-term drug shortages, including the possibility of supporting the  

importation of more drugs to address drug shortages in the United States.

The agency is setting up a work group to explore policy frameworks 

that would allow for increased drug importation of “medically important” 

medications. This would address challenges when the drug suddenly 

becomes unavailable from the sole manufacturer or there are signifi cant 

price increases in the medication.

“Any policy that involves the importation of drugs would be temporary 

until adequate competition enters these categories. Furthermore, any 

resulting policy would also be narrowly tailored in order not to create the 

same risks of counterfeits or other unsafe drugs getting into the U.S. sup-

ply chain as a broader importation policy would present,” said FDA Com-

missioner Scott Gottlieb, M.D., in a statement.

The agency’s ultimate goal is to seek multiple FDA-approved and mar-

keted versions of each medically important drug for which there are no 

blocking patents or other exclusivities, Dr. Gottlieb added.

The agency has formed a Drug Shortages Task Force which is led by 

Keagan Lenihan, FDA’s associate commissioner for strategic initiatives.

“I’m charging the shortages task force to delve more deeply into the 

reasons why some shortages remain a persistent challenge. The charge 

to this new task force is to look for holistic solutions to addressing the 

underlying causes for these shortages,” Dr. Gottlieb said.

Many of the drugs in short supply are low-profi t margin generic med-

icines. “Many are sterile, parenteral drugs, which can be challenging to 

manufacture. The low-profi t margins, and the signifi cant cost of manufac-

turing these complex drugs, has resulted in consolidation in the industry. 

The only way to produce these low-margin products profi tably is to man-

ufacture them at tremendous scale. This has resulted in fewer and fewer 

manufacturers for certain key products,” Dr. Gottlieb said.

Long-term solutions may include encouraging companies to invest 

in increased capacity “and to produce them with robust manufactur-

ing processes that ensure consistently available quality products. This is 

one area we’ll explore. But we also need to look more broadly across the 

entire pharmaceutical industry, health care providers, payers and gov-

ernment regulators for structural solutions that keep these shortages from 

happening.”

The Drug Shortages Task Force will include leaders from the Centers 

for Medicare and Medicaid Services and the Department of Veterans 

Affairs.
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FDA MOVES TO STEM DRUG SHORTAGES

Psoriasis 
lotion seeks 
FDA approval
ORTHO DERMATOLOGICS 

announced in August that the  Food 

and Drug Administration (FDA) has 

accepted the resubmitted New Drug 

Application for DUOBRIITM1 (halo-

betasol propionate and tazarotene) 

(IDP-118), a lotion for the treatment of 

plaque psoriasis.

“After meeting with the FDA and 

understanding the additional pharma-

cokinetic data required for DUOBRII, we 

have resubmitted the NDA ahead of 

schedule,” said Joseph C. Papa, chair-

man and CEO, Bausch Health. 

“We are confi dent in our NDA 

resubmission for DUOBRII and unwa-

vering in our commitment to bring this 

new treatment option to patients,” 

added Bill Humphries, president, 

Ortho Dermatologics, in the latest 

press release.

If approved, DUOBRII will be the only 

topical lotion based on a combination 

of halobetasol propionate and tazaro-

tene for plaque psoriasis in adults.

Clinical trials recruiting: 
Molluscum contagiosum
PHYSICIANS THROUGHOUT THE COUNTRY are 

recruiting patients for two phase three clinical tri-

als of cantharidin for the viral skin condition,  mol-

luscum contagiosum.

The trials, CAMP-1 and CAMP-2, are rand-

omized, double-blind, placebo-controlled of 

VP-102, a .7% cantharidin formulation adminis-

tered with a single-use applicator.

In CAMP-1 and 2, VP-102 will be applied once 

every 21 days for up to four applications for 

patients two years old or older. 

It will be compared to a place-

bo group and effi cacy will be 

assessed on day 84.

“Although cantharidin has 

been used extensively for dec-

ades in the treatment of der-

matologic conditions mol-

luscum and verruca vulgar-

is, specifi cations for the quality 

of the active pharmaceutical 

ingredient and a standard-

ized formulation and dosing 

regimen have never been 

established. To date, canthar-

idin remains an unapproved drug in the U.S.,” said 

Verrica Pharmaceuticals, a trial sponsor, stated in 

a news release. 

Lawrence Eichenfi eld, M.D., Rady Children’s 

Hospital, San Diego, is the principal investigator of 

both studies.

In addition to Verrica, the sponsors and collab-

orators of both studies include Instat Consulting, 

Inc., Paidion Research, Inc. and Database Integra-

tions.

FOR MORE INFORMATION ON 

PARTICIPATING IN THE TRIALS, VISIT THE 

TRIAL SITES ON CLINICALTRIALS.GOV.

 

CAMP-1:  HTTP://BIT.LY/CAMP1TRIAL

CAMP-2:  HTTP://BIT.LY/CAMP2TRIAL
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N
utritional supplements should only be consid-
ered for a small subset of patients with alope-
cia areata, said Leslie Castelo-Soccio, M.D., 
Ph.D., a pediatric dermatologist with Children’s 

Hospital of Philadelphia. Over supplementation can lead 
to secondary hair loss, she warned, and most patients do 
not even need testing for biotin or vitamin D defi ciency 
or celiac disease.

Researchers in the 1950s found that 
mice fed a diet high in egg white experi-
enced decreased hair growth, and that hair 
growth resumed if they were given biotin 
supplementation,i   and advertising and 
marketing purports the benefi ts of biotin 

for hair growth.
However, primary defi ciency, which is characterized by 

hypotonia, red scaly patches and plaques, poor hair growth 
and neurological symptoms, is rare occurring in only one 
in 60,000 people,ii  Dr. Castelo-Soccio said. Secondary 
defi ciency of biotin is more common but still rare. It can 
occur in pregnancy and be linked to increased raw egg 
consumption, alcoholism, intestinal malabsorption (i.e. 
short gut) or prolonged use of medications such as isotreti-
noin, valproic acid, other anticonvulsants or antibiotics.

A literature search found just 18 reported cases of bio-
tin defi ciency in hair conditions and only one study look-
ing at hair loss. This study which measured biotin levels 
in 541 women found just over a third (38%) had margin-
ally low levels of biotin and all of these had a history of pro-
longed antibiotic use, concomitant isotretinoin or antiep-
ileptics use, or had gastrointestinal disease.iii

Patients with hair loss can be tested for biotin defi ciency 
if it is suspected, Dr. Castelo-Soccio said, but she admits 
she rarely recommends biotin supplements, recommend-
ing foods rich in biotin such as nuts, legumes, whole grains, 
unpolished rice and egg yolk in the diet instead.

Prevalence of celiac disease in North America and West-
ern Europe is 0.5- 1.3% iv and in alopecia areata around 
1.2%,   and one study did fi nd that almost two thirds (64%) 
of patients with celiac disease and alopecia areata grew 
hair when they followed a gluten free diet.v

A gluten-free diet may be benefi cial if the patient has 
celiac disease, Dr. Castelo-Soccio said, but patients not 
exhibiting celiac disease symptoms should not be tested 
for the condition unless they have a fi rst degree relative 
with celiac disease or have specifi c genetic changes like 
trisomy 21, Williams syndrome, selective IgA defi ciency 
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ALOPECIA 

AREATA

38 RAPAMYCIN FOR SKIN LESIONS

Rapamycin as a possible treatment 

for facial angiofi bromas in 

tuberous sclerosis complex.

46 GENETICS OF CHRONIC ITCH

The genetic factors associated with 

pruritis in psoriasis and atopic 

dermatitis may lead to new treatments.

Is there a role for dietary 

supplements in treating 

alopecia areata?
INGRID TORJESEN | Staff  Correspondent

Nutritional supple-
ments should only be 

considered for a small 
subset of patients with 

alopecia areata.

Over supplementation 
can lead to secondary 

hair loss.

Most patients do not 
need testing for biotin, 
vitamin D defi ciency or 

celiac disease.
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HAIR LOSSCONTINUES ON PAGE 31f

FOR MORE INFORMATION Alopecia areata is assocaited with both systemic and psychiatric conditions, say researchers in an 
article published online ahead of print in the Journal of the American Academy of Dermatology. http://bit.ly/AAComorbidities

Dr. Leslie

44 COMPLIANCE

Ten reasons why patients are not 

compliant. A report from the 

2018 AAD Summer Meeting.

https://www.jaad.org/article/S0190-9622(18)32285-0/fulltext
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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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Topical rapamycin 
improves TSC facial lesions

T
opical rapamycin signifi cantly 
improved facial angiofi bro-
mas secondary to tuberous 
sclerosis complex, accord-

ing to data from a six-month randomized 
placebo-controlled study. The 1% for-
mulation of rapamycin performed bet-
ter than 0.1% in a visual analysis, but 
was not statistically signifi cantly better, 
reported Mary Kay Koenig, M.D., and 
colleagues in JAMA Dermatology.

Current treatments for facial angi-
ofibromas include laser surgery, cry-
otherapy, dermabrasion and similar 
approaches, which — in addition to 
being painful and causing scarring — 
don’t prevent recurrence of lesions.

Topical rapamycin is “a great treatment 
for these patients…we had no absorption 
[of rapamycin] throughout the duration 
of the study, so we were able to show that 
topical rapamycin is able to eff ectively 
treat the facial angiofi bromas in tuber-
ous sclerosis without any systemic side 
eff ects,” said Dr. Koenig, from the Uni-
versity of Texas Health Science Center, 
Houston, in a JAMA podcast.

Facial angiofi bromas in patients with 
tuberous sclerosis complex tend to start 
in childhood and become more aggres-
sive and more confl uent as people get 
older, “and in some patients it can be 
extremely disfi guring,” she said. 

Her group’s study enrolled 179 patients 
across 10 sites. Patients with tuberous 
sclerosis complex who had visible angi-
ofi bromas were randomized into one of 
three arms: a vehicle-only arm, topical 
rapamycin 0.1%, or topical rapamycin 
1%. The treatment or vehicle was applied 
nightly for six months and patients were 

assessed monthly at study sites. At each 
visit, a digital photograph was taken to 
allow for comparison of pre- and post-
treatment photos. 

Photographs were assessed at the 
end of the six months by dermatologists 
blinded to the study arm assignment, who 
were asked to score the severity of lesions 
using the Angiofi broma Grading Scale 
(AGS) developed by the investigators. 
The AGS scores each lesion on the fore-
head, nose, cheeks, and skin for erythema, 
size, density, and percent involvement on 
a zero to four. The total score ranges from 
zero to 202. The mean improvement on 
the AGS was the primary outcome. A sec-
ondary outcome was the photo readers’ 
rating (better, same or worse) of paired 
baseline and end-of-trial photographs 
for each patient.

The mean age of the study cohort was 
20.5 years with a predominance of white 
patients (67.6%). A total of 159 of the 179 
patients had photos evaluable at both 
baseline and at least 1 postbaseline visit.

The group randomized to 1% rapa-
mycin had a mean improvement of 16.7 
points from baseline to visit seven on 
the AGS, which was statistically supe-
rior (overall and at every study visit) to 
the mean 2.1-point improvement in the 
patients randomized to vehicle only 
(P<0.001). Patients randomized to 
0.1% rapamycin had a mean 11.0-point 
improvement on the AGS at visit seven, 
which was statistically superior to vehicle 
only overall (P=0.01), and at every indi-
vidual visit except visit two (P=0.07).  
Use of 1% rapamycin was visually supe-
rior to 0.1% rapamycin but not statisti-
cally signifi cantly superior. 

A total of 164 paired baseline and end-
of-trial photographs were available for 
side-by-side rating. The end-of-trial photo 
was rated better than the baseline photo 
in the 1% rapamycin group for 81.8% 
of patients compared with 65.5% in the 
0.1% rapamycin group and 25.5% in the 
vehicle-only group. 

According to Dr. Koenig, the first 
improvement in lesions with the use of 
rapamycin was in color (less redness). 
“Over time, the lesions began shrinking 
and regions of the face became clearer,” 
she said. 

Topical rapamycin was well tolerated. 
Most adverse events believed to be treat-
ment related were local reactions that 
included itching, discomfort, and irri-
tation at the site of application, as well 
a slight increase in acne. Assessment of 
blood samples found no absorption of 
rapamycin for the duration of the study. 

“One of the things that we would like 
to see is whether the oral therapy in com-
bination with the topical could produce 
further improved outcomes. We also think 
that further studies are needed to be done 
to better defi ne the optimal dose or the 
optimal concentration. As we only used 2 
concentrations we don’t know if perhaps 
2% would be even better or maybe 0.5% 
would be enough,” Dr. Koenig said. e
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rapamycin in patients with facial angiofi bromas sec-
ondary to tuberous sclerosis complex: The TREAT-
MENT randomized clinical trial” JAMA Dermatol-
ogy Published online May 23, 2018. doi:10.1001/
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Ovarian reserve low in 
female patients with PsO

W
omen with psoriasis could have a harder 
time getting pregnant, according to new 
research.

Based on a study published in the Tai-
wanese Journal of Obstetrics & Gynecology, these patients 
have a diminished ovarian reserve or a number of follicles 
capable of producing a mature, healthy egg for fertilization.

Current data suggest female hormones released dur-
ing pregnancy impact the course of psoriasis, and at the 
same time, psoriasis aff ects pregnancy outcomes. How-
ever, no previous research exists into the ovarian reserve 
and function of psoriatic patients.

Knowing how psoriasis might aff ect pregnancy out-
comes can be very important for women considering hav-
ing children, the authors wrote.

“The average age of diagnosis in women with psoriasis 
is 28, which is a prime age for pregnancy. Therefore, many 
female patients with psoriasis are concerned about adverse 
eff ects of the disease on their future fertility,” they wrote.

Although age is a factor in determining whether a woman 
can get pregnant, it has limited usefulness in predicting 
individual ovarian performance. Consequently, know-
ing a woman’s ovarian reserve is increasingly important 
clinically.

And, the measure of a number of factors can help 
determine the quality of a woman’s ovarian reserve. 
These include basal follicle stimulating hormone (FSH), 
estrogen (E2), FSH/luteinizing hormone (LH) ratio, 
Inhibin B, and antimullerian hormone (AMH). Ovar-
ian volume (OV) and antral follicle count (AFC) deter-
mine ovary size and shape.

THE STUDY

The study, conducted between January and September 
2014, occurred in Aksaray University Research and Train-

ing hospital in Turkey. It was designed to determine whether 
women with psoriasis who hadn’t undergone previous treat-
ment had a reduced ovarian reserve compared to women 
without psoriasis. They also investigated if disease sever-
ity was associated with ovarian reserve.

Researchers selected participants based on their type 
of psoriasis, presence of hair and nail psoriasis, and the 
severity of disease. Participants were excluded for infer-
tility, pregnancy, gynecological pathologies, polycystic 
ovarian syndrome, breastfeeding, gynecological sur-
gery history, chronic liver or kidney failure, smoking, 
cancer, or other dermatological, infl ammatory, phys-
ical, or psychiatric disorders. Women who previously 
received any systemic treatment and hormone medi-
cation were also excluded due to potential eff ects on 
ovarian function.

Researchers enrolled 14 women with psoriasis for this 
study. Nine had plaque type psoriasis, three had guttat 
type, and two had palmoplantar type. A control group of 

Endocrinologist, obstetrician referral should precede systemic therapy
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Average age of diagnosis in 
women with psoriasis is 28.
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diminished ovarian reserve 
in this small group.

Ovarian reserve can be 
measured by conducting 
FSH, E2, FSH/LH ratio, 
Inhibin B and AMH tests.
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PREGNANCY CONTINUES ON PAGE 59f

28 YEARS
The average age of diagnosis
in women with psoriasis and a prime
age for pregnancy. Female PsO 
patients are concerned about how 
this condition affects fertility.

THE RIGHT THERAPY Writing in an article published online ahead of print in JAAD, physicians explore therapies for pregnant and 
pediatric patient populations. http://bit.ly/PsOTherapies
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Tralokinumab phase 2b 
update for atopic dermatis

T
he fully human immunoglobulin G4 monoclo-
nal antibody drug tralokinumab (LEO Pharma 
A/S) was shown to be effi  cacious and safe for 
treating moderate-to-severe atopic dermatitis 

in adults, shows a phase 2b study.
The study, which was conducted at 55 sites in Aus-

tralia, Canada, Germany, Japan Poland and the United 
States, equally randomized 204 patients to one of four 
treatment protocols:  45 mg, 150 mg or 300 mg of subcu-
taneous tralokinumab, or placebo, every two weeks for 12 
weeks, along with concomitant topical glucocorticoids.

At week 12, the strongest dose of tralokinumab achieved 
a signifi cant improvement of -4.94 in the Eczema Area 
Severity Index (EASI) score compared to placebo. And 
for the 150 mg dose, the diff erence was -4.36.

However, after pooling the data for the 300 mg and 150 
mg tralokinumab doses, there was not a signifi cant dif-
ference in the percentage of participants with an Inves-
tigator’s Global Assessment (IGA) response at week 12 
in contrast to placebo: 23.0% versus 11.8%, respectively.

Still, numeric improvements in IGA response rates were 
observed with increasing doses of tralokinumab, with the 
greatest absolute percentage diff erence from placebo in 
patients treated with 300 mg of tralokinumab: 26.7% ver-
sus 11.8%.

The 300 mg drug group also had improvements in SCO-
RAD (“SCORing Atopic Dermatitis”), the Dermatology 
Life Quality Index and the pruritus numeric rating scale.

The study authors note that dupilumab (Regeneron/
Sanofi ), also a human monoclonal antibody drug, has 
shown improvements in the symptoms of atopic derma-
titis. But dupilumab inhibits both IL-4 and IL-13 signal-
ing, whereas tralokinumab specifi cally binds to and neu-
tralizes the eff ects of IL-13. 

“Our study is important because it shows that block-
ing the cytokine IL-13 will improve atopic dermatitis,” 
says principal investigator Andreas Wollenberg, M.D., 
of Ludwig Maximillian University in Munich, Germany.  

“There are other drugs that inhibit the signaling path-
ways of IL13 and IL-4 at the same time, and these are also 
known to work well, but we were able to demonstrate that 
blocking only IL-13 is suffi  cient.”

Dr. Wollenberg was motivated to undertake the study 
to learn if blocking of IL-13 alone would be adequate to 
improve atopic dermatitis. 

“I also wanted to learn about the associated side eff ects 
of this approach,” he told Dermatology Times.

A biomarker subgroup analysis of tralokinumab found 
that the median baseline serum for dipeptidyl peptidase 
4 (DDP-4), periostin, thymus-and-activation-regulated 
chemokine/(CCL17/TARC) and immunoglobulin E (IgE) 
concentrations were 265.8 ng/ML, 29.8 ng/ML, 1478.2 
ng/ML and 3045.6 kU/L, respectively.

“The effi  cacy data for the biomarker DDP-4 was inter-
esting, but not completely unexpected for me,” says Dr. 
Wollenberg. “The DDP-4 would be produced as a con-
sequence of IL-13, and therefore it is somewhat expected 
that patients with a high DPP-4 level will respond better 
to tralokinumab.”

The study, which appears in the Journal of Allergy and 
Clinical Immunology, observed that adverse events were 
minimal. “There were more cases of nasopharyngitis, but 

Study indicates treatment effective for disease in adult patients
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The study included 
204 patients randomized 
to one of three dosages.

Signifi cant improvements 
seen in the 300 mg group.

At 12 weeks, there was not 
a signifi cant difference in 

the response rates.
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ADVANCES IN MODERATE TO SEVERE ATOPIC DERMATITIS Dermatology Times strives to keep its readers up-to-date on new 
research in AD. Follow the developments at http://bit.ly/ADDevelopments.

“Our study is important because 
it shows that blocking cytokine IL-13 
will improve atopic dermatitis.”

Andreas Wollenberg, M.D.
Ludwig Maximillian University, Munich
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Hidradenitis suppurativa, 
Crohn’s disease linked

R
esearchers writing in JAMA 
Dermatology report that 
patients diagnosed with 
hidradenitis suppurativa 

(HS) are at a higher risk for having or 
developing Crohn’s disease (CD). As 
such, HS patients with gastrointesti-
nal symptoms suggestive of CD should 
be evaluated further, with the dermatol-
ogist maintaining an important role in 
optimizing multidisciplinary manage-
ment in these patients.

“The link between HS and Crohn’s 
disease is one of those associations that we 
do not want to miss because both diseases 
are serious and have signifi cant impact 
on patients’ health. Having an awareness 
of this association and taking a thorough 
review of symptoms will help us to rec-
ognize this comorbidity in a timely man-
ner,” said the study’s author, Amit Garg 
M.D., of Northwell Health in New York.

Dr. Garg and colleagues conducted a 
study to evaluate the prevalence of CD 
among patients with HS in the United 
States and to determine the strength of 
association between the two diseases. 
Data was reviewed from 51,340 patients 
(35,000 women) with HS who were iden-
tifi ed using electronic health records data 
that included information from more than 
50 million unique patients across all U.S. 
census regions. 

Of the 51,340 HS patients, 29,010 
(56.5%) were aged 18 to 44 years, followed 
by 17,580 (34.2%) aged 45 to 64 years, and 
4,750 (9.3%) aged 65 years or older. The 
prevalence of CD among patients with HS 
was 2.0% compared to 0.6% among those 
without HS. The prevalence of CD was 
greatest among patients with HS who were 

white (2.3%), aged 45 to 64 years (2.4%), 
non-obese (2.8%), and tobacco smokers 
(2.3%). Patients with HS were also shown 
to have over three times the risk of having 
CD compared to patients without HS. It 
was found that CD was associated with 
HS across all patient subgroups, which 
was seen to be stronger in men, patients 
aged 45 to 64 years, non-obese patients, 
and nonsmokers. 

Hidradenitis suppurativa is a chronic 
debilitating infl ammatory disease aff ect-
ing the apocrine glands in the intertrigi-
nous skin, typically presenting as painful, 
deep-seated, infl amed nodules with poten-
tial to suppurate and form fi stulas. The 
disease may also be associated with sev-
eral comorbidities that can further signifi -
cantly impact the patient’s health, includ-
ing spondyloarthropathy, dyslipidemia, 
allergic hypersensitivity reactions, infl am-
matory bowel disease, polycystic ovary 
syndrome, psychiatric disorders, obesity, 
drug dependence, hypertension, diabe-
tes, lymphoma, and thyroid disease2-3. 

There are several features that are 
shared between HS and CD in particu-
lar. Both are infl ammatory diseases involv-
ing epithelia characterized by suppuration, 
granulomatous infl ammation, and the for-
mation of fi stulas and sinus tracts. The two 
conditions have similar ages of onset and 
both have been linked to tobacco smoking 
and arthritis. In addition, both diseases 
appear to share infl ammatory pathways 
,as well as susceptibility genes. As such, 
it is not unexpected that patients with one 
disease may develop the other. Although 
rare, CD may also manifest itself on the 
skin and resemble HS, making it some-
times challenging to distinguish between 

a cutaneous manifestation of CD and the 
disease HS. 

According to Dr. Garg, any patient with 
HS who has a positive review of systems for 
CD should be screened for infl ammatory 
bowel disease. This work-up may be ini-
tiated by the patient’s primary care physi-
cian, or by referral to a gastroenterologist. 
If the patient is ultimately diagnosed with 
Crohn’s disease, then the dermatologist 
will likely be involved in the multidisci-
plinary approach to management of the 
patient, as existing and future therapies 
are likely to have overlapping effi  cacy in 
both conditions.

“There is certainly a lot more that we 
need to understand regarding the rela-
tionship between HS and Crohn’s dis-
ease, their coexistence and their poten-
tial infl uences on one another. In addition 
to having keen awareness of Crohn’s dis-
ease as a comorbidity, we as dermatolo-
gists can also engage our HS patients in 
a smoking cessation plan that could ulti-
mately impact the development, course 
and severity of diseases,” Dr. Garg said. e

Disclosures: Dr. Garg serves as consultants 
to AbbVie, Pfi zer, Janssen, Asana Biosciences
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10 Reasons why patients 
are not compliant

O
ne hurdle in treating patients, particularly chil-
dren and teens, is ensuring compliance with treat-
ment protocols. It can feel like an uphill battle, 
but there are things you can do to improve your 

patients’ adherence level.
According to Steven R. Feldman, M.D., Ph.D., professor of 

dermatology, pathology, and public health sciences at Wake 
Forest University School of Medicine, there are many reasons 
why patients resist following instructions. But, a comprehen-
sive approach can help you change their behavior.

He off ered tips on working with patients with atopic der-
matitis at the American Academy of Dermatology 2018 Sum-
mer Meeting.

CREATE AN ADHERENCE PROTOCOL

It’s possible to improve how well your patients follow your 
instructions, though. Feldman recommends establishing a 
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To improve compli-
ance, establish a 

protocol. 

Provide written 
instructions, 

triggered 
reminders, and 

positive motivation.
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Why patients resist
Overall, if patients aren’t implementing your guidance, 

he says, it’s likely for one of these reasons:

system to encourage adherence from the fi rst visit.

1. 
SCHEDULE FOLLOW-UPS

Patients are more likely to fi ll prescriptions and use med-
ications if they know they’ll see you again soon. In fact, Feld-
man cited a study showing a 1-week return visit was more eff ec-
tive in prompting kids to apply 0.1% tacrolimus ointment than 
parent or electronic reminders.

2. SIMPLIFY TREATMENT

Make the protocol as easy to follow as possible. If it requires 
too many steps, patients are less likely to do it.

3. 
WRITTEN PLAN

Don’t rely on patients’ memories. Give them written 
instructions that include an explanation of their condition, 
treatment tips, guidance for managing fl are-ups, and details 
on when to call you.

4. CREATE TRIGGERS

Calendar and digital reminders can be eff ective tools in 
facilitating patient compliance. Additionally, “barrier” triggers, 
such as putting anti-fungal creams on top of a sock drawer, or 
special packages, such as weekly pill boxes, can also be helpful.

5. 
CREATE MOTIVATION

Provide positive feedback, such as sticker charts for young 
children.

6. 
EMPLOY TEEN PSYCHOLOGY

Don’t acknowledge teen non-compliance. Instead, talk 
about medications teens use frequently or about reminder sys-
tems that work well for the age group.

7. OFFER ANECDOTES

Share success stories to help them feel comfortable with 
a treatment.

Concentrating on patient adherence might not be your pri-
mary focus, Feldman says, but with the right compliance pro-
tocol you could be as eff ective in helping patients stick with 
treatment as you are providing a diagnosis. e
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Genetics of itch will help 
develop targeted therapies

M
apping the human genome for chronic itch holds 
the potential to develop better targeted therapy 
for atopic dermatitis and psoriasis itch, accord-
ing to the fi rst study to describe the chronic itch 

transcriptome.
“These are the genetic factors involved in itch for atopic 

eczema and psoriasis,” says principal investigator Gil Yosipo-
vitch, M.D., of the University of Miami Miller School of Med-
icine in Florida. “These genetic factors are unique to itch. 
The itch transcriptome also follows with some immunohis-
tochemistry (IHC) to show what are the most important fac-
tors involved in and correlated to itch severity.”

 Dr. Yosipovitch was inspired to undertake the study based 
on animal models. “There was no study on the genes involved 
in itch in humans, specifi cally chronic itch in the skin,” he says. 
“The transitional aspect of our study is signifi cantly impor-
tant because this is real life genes versus genes found in ani-
mal studies.”

The study, which appears in the Journal of Investigative 
Dermatology, used RNA sequencing to analyze the complete 
transcriptome in skin. Paired itchy/lesional and non-itchy/non-
lesional skin biopsies from 25 patients with atopic dermati-
tis and 25 patients with psoriasis had their biopsies matched 
with 30 healthy controls.

The analysis identifi ed 18,000 diff erentially expressed 
genes that were common in itchy atopic and itchy psoriatic 
skin, of which nearly 2,000 of these genes were diff erentially 
expressed in itchy and non-itchy skin.

The study identifi es the most important targets related to 
itch for treatment of both atopic dermatitis and psoriasis. The 
common targets are also detected because there are several 
areas where there is overexpression of genes that are refl ec-
tive of both diseases.

“In addition, the study provides important information that 
allows drug companies to validate that the drugs they are devel-
oping make sense in treating chronic itch of diff erent types,” 
Dr. Yosipovitch tells Dermatology Times.

For example, cytokine IL-31 is the cytokine that has been 
coined the itch cytokine. “Nemolizumab by Galderma is an 
IL-31 receptor antibody in clinical trials for atopic eczema that 
blocks that receptor,” Dr. Yosipovitch says. “But our study 

shows that IL-31 also plays a key role in itch in psoriasis. This 
is a surprising fi nding.”

Likewise, IL-17A is the target of ixekizumab and secuki-
numab in clinical practice to treat psoriasis. “But that cytokine 
has also been shown to be associated with itch in both dis-
eases,” Dr. Yosipovitch says.

Neurokinin 1, the receptor for substance P, was also highly 
expressed in both diseases and correlated to itch. This recep-
tor is the target for two new drugs in phase 2 development for 
itch: serlopitant and tradipitant. 

Similarly, the protease tryptase, which was previously thought 
to be associated with atopic dermatitis, appears to be involved 
with psoriasis, too.

The study also found that phospholipase A2, which is a 
precursor for prostaglandins and highly abundant in the skin, 
was strongly linked to itch for both conditions.

Based on the study’s fi ndings, Dr. Yosipovitch says it is too 
early for clinicians to change their practice habits, as the major-
ity of the drugs targeting these itch mediators are not yet in the 
market. “However, the study provides proof on the genetic level 
that antihistamines targeting the histamine receptor 1, which 
have commonly been used by physicians for decades, have no 
utility in treating itch of both diseases, as this receptor has not 
been overexpressed in itchy skin,” he said. 

The study also detected the importance of transient recep-
tor potential (TRP) channels and the sodium ion channel 
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“The study provides proof ... that 
antihistamines targeting the histamine 
receptor 1 ... have no utility in treating 
itch [in AD and psoriasis].

Dr. Gil Yosipovitch
University of Miami Miller School of Medicine, Miami

http://www.dermatologytimes.com/


IL-23 guselkumab 
improves PsA symptoms

A
new phase two study shows that guselkumab sig-
nifi cantly improves signs and symptoms of psori-
atic arthritis (PsA), supporting the importance of 
interleukin (IL)-23 as a therapeutic target in PSA.

Published in the June 2018 issue of The Lancet, the 
study shows that guselkumab signifi cantly outperformed 
placebo in terms of American College of Rheumatology 
(ACR) 20 response at week 24, as well as several second-
ary outcomes related to bones, joints and quality of life 
out to nearly a year.

“This is the fi rst published study of an IL-23-blocking 
drug, which off ers a novel mechanism of action, in psori-
atic arthritis,” said lead investigator Atul Deodhar, M.D., of 
the Oregon Health & Science University in Portland, Ore. 
Guselkumab seems to improve all manifestations of pso-
riatic disease, including skin, joint and enthesial involve-
ment, along with dactylitis, he added. “The other exciting 
part is the signifi cant improvement in patients’ function-
ing, which is not surprising because patients’ pain, swell-
ing and skin improved.”

Investigators randomized 100 patients to subcutaneous 
guselkumab 100 mg and 49 to placebo at weeks zero, four, 
and every eight weeks thereafter for 24 weeks. Investigators 
switched patients who experienced less than 5% improve-
ment in swollen and tender joint counts at week 16 to usteki-
numab. This group included 10% of guselkumab-treated 
patients and 35% of placebo-treated patients. At week 24, 
the remaining placebo-treated patients (59%) crossed over 
to guselkumab 100 mg at weeks 24, 28, 36 and 44. Patients 
who started with guselkumab received one placebo injec-
tion at week 24, followed by guselkumab at the remaining 
time points.

The superiority of guselkumab emerged as early as week 
four, when 21% of treated patients had achieved ACR 20, versus 
no placebo-treated patients. At week 24, 58% of guselkumab-
treated patients achieved ACR 20, as did 18% of placebo-
treated patients (p<0.0001). ACR 20, 50 and 70 responses of 
guselkumab-treated patients held steady or improved slightly 
between weeks 24 (58%, 34%, 14%) and 56 (61%, 43% and 
27%). Guselkumab also achieved signifi cantly better Pso-
riasis Area and Severity Index (PASI) 50, 75, 90 and 100 
results at all time points. 

The proportions of guselkumab-treated and placebo-
treated patients achieving at least 0.35 improvement from 
baseline in Health Assessment Questionnaire Disability Index 
(HAQ-DI) scores at week 24 were 51% and 29%, respectively. 
Mental component summary scores on the 36-Item Short-
Form Health Survey (SF-36) at week 24 improved by 9.06% 
and 6.74%, respectively. Week 24 enthesitis and dactylitis 
scores both fell 100 percent in the guselkumab cohort, ver-
sus 33.3% for placebo. 

Deodhar et al. write that the effi  cacy of guselkumab in 
psoriasis and PsA may stem from its neutralization of IL-23 
or IL-39; both cytokines share the p19 subunit. However, 
they hypothesize, the previously reported effi  cacy of drugs 
blocking IL 12/23 and IL-17 in these diseases suggests 
that IL-23 is more likely than IL-39 to drive guselkum-
ab’s effi  cacy.

“IL-39 is a recently discovered cytokine, and we do not 
know whether it plays any role in the pathology of psoriasis 
and psoriatic arthritis,” said Dr. Deodhar. Conversely, he 
said, IL-23 has long been known to be important in the devel-
opment of psoriasis and PsA. “In mice and in humans, the 
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IL-23p19 guselkumab 
signifi cantly improved 
signs and symptoms 
of active psoriatic 
arthritis.

Most frequent adverse 
events were infections 
in 16% of patients.

It was well tolerated 
during 44 weeks of 
treatment.
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The results of this study confi rm the importance of interleukin 23 in this 
disease, and indicate that this cytokine is a promising treatment target in 
psoriatic arthritis.”
Atul Deodhar, M.D., et al. The Lancet
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Guselkumab for scalp, 
hand and foot psoriasis

F
or psoriasis in diffi  cult locations including the 
scalp, palms and soles, guselkumab signifi cantly 
outperforms adalimumab and placebo, shows a 
study published in JAMA Dermatology.

Historically, said principal investigator Andrew Blau-
velt, M.D., M.B.A., of Oregon Medical Research Center, 
psoriasis of the scalp, nails, palms and soles has proven dif-
fi cult to clear. “This study shows that guselkumab eff ec-
tively improves psoriasis in all those areas – and much more 
eff ectively than adalimumab does on the scalp, palms, 
and soles.” The two drugs posted comparable results for 
nail psoriasis. The study was published online May 16.

Foley et al.’s fi ndings come from a secondary analysis 
of results from the pivotal VOYAGE 1 and 2 trials, which 
were published (separately) in the Journal of the Ameri-
can Academy of Dermatology in March 2017. In these stud-
ies, researchers randomized 1,829 patients to receive one 
of three regimens through week 24:
} Guselkumab 100 mg at weeks zero, four, 12, and 20
} Placebo at weeks zero, four, and 12, followed by 

guselkumab 100 mg at weeks 16 and 20
} Adalimumab 80 mg at week zero, 40 mg at week one, 

and 40 mg every two weeks through week 23.
To evaluate drug performance in diffi  cult areas, Dr. 

Blauvelt and colleagues included in their pooled analysis 
patients with baseline scores of two or higher on scales spe-
cifi c for the scalp (scalp-specifi c Investigator Global Anal-
ysis/ss-IGA; 1,512 patients/82.7%), the Physician’s Global 
Assessment of the hands and/or feet (hf-PGA; 461/25.2%) 
and the fi ngernail PGA (f-PGA; 928/50.7%).

For the scalp, palms and soles, guselkumab achieved 
statistically signifi cantly greater improvements than adal-
imumab did for near-complete and complete clearance, as 
well as for complete clearance in these regions, at week 24. 
For scalp psoriasis, the proportions of patients achieving 
scores of one or zero (with at least a two-point reduction) 
in the guselkumab and adalimumab cohorts were 85.0% 
and 68.5% , respectively (p<0.001). Likewise, 69.9% of 
guselkumab-treated patients achieved complete scalp 
clearance, versus 56.3% of adalimumab-treated patients 
(p<0.001), at week 16.

For the palms and/or soles, the proportions of patients 
in the guselkumab and adalimumab cohorts who achieved 
week 24 scores of zero or one (with at least a two-point 
reduction) were 80.4% and 60.3% (p<0.001). Also at this 
time point, 75.0% and 50.3% of patients in these cohorts, 
respectively, achieved complete clearance (p<0.001).

Regarding fi ngernail psoriasis at week 24, 60.0% and 
64.3% of guselkumab-treated patients and adalimumab-
treated patients, respectively, achieved scores of zero or 
one (p=0.11). Reasons for this lack of separation between 
the two treatments are unclear at this time, said Dr. Blau-
velt. “It may be that guselkumab takes more time to see a 
full eff ect in the nails.”

As for strengths of the study’s design, he said, “Head-
to-head comparative studies are uncommon in dermatol-
ogy. This represents a large, double-blinded, well-con-
trolled head-to-head trial.” Other trials of biologic drugs 
for psoriasis have rarely looked at hard-to-treat areas as 

closely as this analysis did, he added.
Study drawbacks include the fact that investigators only 

reported data out to six months, said Dr. Blauvelt. “We 
need more long-term data. The VOYAGE 1 and 2 stud-
ies have been extended for several years, so these analy-
ses will be forthcoming.”

For now, he said, “Patients can be told that with 
guselkumab, their traditionally tough-to-clear areas will 
respond just as well as other areas of the body.” It’s unclear 
why psoriasis in these areas has proven so resistant, he said, 

IL-23 inhibitor outduels adalimumab

JOHN JESITUS | Staff  Correspondent

Guselkumab effective-
ly improved psoriasis of 

the scalp, nails, palms and 
soles of feet.

Guselkumab achieved 
statistically signifcantly 

greater improvements than 
adalimuab for near-com-

plete and complete 
clearnace in this study.

Data was only reported out 
to six months.
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“This represents a large, double-
blinded, well-controlled head-to-
head trial.”

Dr. Andrew Blauvelt
Oregon Medical Research Center
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Rx Only

OTEZLA® (apremilast) tablets, for oral use

The following is a Brief Summary; refer to Full Prescribing Information for 

complete product information.

INDICATIONS AND USAGE

OTEZLA® (apremilast) is indicated for the treatment of patients with moderate to 
severe plaque psoriasis who are candidates for phototherapy or systemic therapy.

CONTRAINDICATIONS

OTEZLA is contraindicated in patients with a known hypersensitivity to apremilast or 
to any of the excipients in the formulation [see Adverse Reactions (6.1)].

WARNINGS AND PRECAUTIONS

Diarrhea, Nausea, and Vomiting: There have been postmarketing reports of 
severe diarrhea, nausea, and vomiting associated with the use of OTEZLA. Most 
events occurred within the first few weeks of treatment. In some cases patients were 
hospitalized. Patients 65 years of age or older and patients taking medications that 
can lead to volume depletion or hypotension may be at a higher risk of complications 
from severe diarrhea, nausea, or vomiting. Monitor patients who are more 
susceptible to complications of diarrhea or vomiting. Patients who reduced dosage 
or discontinued OTEZLA generally improved quickly. Consider OTEZLA dose 
reduction or suspension if patients develop severe diarrhea, nausea, or vomiting.

Depression: Treatment with OTEZLA is associated with an increase in adverse 
reactions of depression. Before using OTEZLA in patients with a history of 
depression and/or suicidal thoughts or behavior prescribers should carefully weigh 
the risks and benefits of treatment with OTEZLA in such patients. Patients, their 
caregivers, and families should be advised of the need to be alert for the emergence 
or worsening of depression, suicidal thoughts or other mood changes, and if such 
changes occur to contact their healthcare provider. Prescribers should carefully 
evaluate the risks and benefits of continuing treatment with OTEZLA if such events 
occur. During the 0 to 16 week placebo-controlled period of the 3 controlled clinical 
trials, 1.3% (12/920) of patients treated with OTEZLA reported depression compared 
to 0.4% (2/506) treated with placebo. During the clinical trials, 0.1% (1/1308) of 
patients treated with OTEZLA discontinued treatment due to depression compared 
with none in placebo-treated patients (0/506). Depression was reported as serious in 
0.1% (1/1308) of patients exposed to OTEZLA, compared to none in placebo-treated 
patients (0/506). Instances of suicidal behavior have been observed in 0.1% (1/1308) 
of patients while receiving OTEZLA, compared to 0.2% (1/506) in placebo-treated 
patients. In the clinical trials, one patient treated with OTEZLA attempted suicide 
while one who received placebo committed suicide.

Weight Decrease: During the controlled period of the trials in psoriasis, weight 
decrease between 5%-10% of body weight occurred in 12% (96/784) of patients 
treated with OTEZLA compared to 5% (19/382) treated with placebo. Weight 
GHFUHDVH�RI������RI�ERG\�ZHLJKW�RFFXUUHG�LQ�������������RI�SDWLHQWV�WUHDWHG�ZLWK�
OTEZLA 30 mg twice daily compared to 1% (3/382) patients treated with placebo. 
Patients treated with OTEZLA should have their weight monitored regularly. If 
unexplained or clinically significant weight loss occurs, weight loss should be 
evaluated, and discontinuation of OTEZLA should be considered.

Drug Interactions: Co-administration of strong cytochrome P450 enzyme inducer, 
rifampin, resulted in a reduction of systemic exposure of apremilast, which may 
result in a loss of efficacy of OTEZLA. Therefore, the use of cytochrome P450 
enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine, phenytoin) with 
OTEZLA is not recommended [see Drug Interactions (7.1) and Clinical 
Pharmacology (12.3)].

ADVERSE REACTIONS

Clinical Trials Experience in Psoriasis: Because clinical trials are conducted 
under widely varying conditions, adverse reaction rates observed in the clinical trial 
of a drug cannot be directly compared to rates in the clinical trials of another drug 
and may not reflect the rates observed in clinical practice. Diarrhea, nausea, and 
upper respiratory tract infection were the most commonly reported adverse 
reactions. The most common adverse reactions leading to discontinuation for 
patients taking OTEZLA were nausea (1.6%), diarrhea (1.0%), and headache 
(0.8%). The proportion of patients with psoriasis who discontinued treatment due to 
any adverse reaction was 6.1% for patients treated with OTEZLA 30 mg twice daily 
and 4.1% for placebo-treated patients.

7DEOH����$GYHUVH�5HDFWLRQV�5HSRUWHG�LQ�����RI�3DWLHQWV�RQ�27(=/$�DQG�:LWK

Greater Frequency Than in Patients on Placebo; up to Day 112 (Week 16)

Preferred Term

Placebo 

(N=506) 

n (%)

OTEZLA 30 mg BID 

(N=920)

n (%)

Diarrhea 32 (6) 160 (17) 

Nausea 35 (7) 
(7)(7)

155 (17) 
((17)Upper respiratory tract infection 31 (6)

(6)
84 (9)

Tension headache 21 (4) 
(4)

75 (8)

Headache 19 (4) 
((4)

55 (6)

Abdominal pain* 11 (2) 
(2)

39 (4)

Vomiting 8 (2) 35 (4)

Fatigue 9 (2) 29 (3)

Decrease appetite 5 (1) 26 (3)

Insomnia 4 (1) 21 (2)

Back pain 4 (1) 20 (2)

Migraine 5 (1) 19 (2)

Frequent bowel movements 1 (0) 17 (2)

Depression 2 (0) 12 (1)

Bronchitis 2 (0) 12 (1)

Tooth abscess 0 (0) 10 (1)

Folliculitis 0 (0) 9 (1)

Sinus headache 0 (0) 9 (1)

*Two subjects treated with OTEZLA experienced serious adverse reaction of 
abdominal pain.

Severe worsening of psoriasis (rebound) occurred in 0.3% (4/1184) patients 
following discontinuation of treatment with OTEZLA (apremilast).

DRUG INTERACTIONS

Strong CYP 450 Inducers: Apremilast exposure is decreased when OTEZLA is 
co-administered with strong CYP450 inducers (such as rifampin) and may result in 
loss of efficacy [see Warnings and Precautions (5.3) and Clinical Pharmacology 
(12.3)].

USE IN SPECIFIC POPULATIONS

Pregnancy: Pregnancy Category C: OTEZLA should be used during pregnancy only 
if the potential benefit justifies the potential risk to the fetus. Pregnancy Exposure 
Registry: There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to OTEZLA during pregnancy. Information about the registry can
be obtained by calling 1-877-311-8972. Nursing Mothers: It is not known whether 
OTEZLA or its metabolites are present in human milk. Because many drugs are 
present in human milk, caution should be exercised when OTEZLA is administered to 
a nursing woman. Pediatric use: The safety and effectiveness of OTEZLA in 
pediatric patients less than 18 years of age have not been established. Geriatric 

use: Of the 1257 patients who enrolled in two placebo-controlled psoriasis trials 
(PSOR 1 and PSOR 2), a total of 108 psoriasis patients were 65 years of age and 
older, including 9 patients who were 75 years of age and older. No overall differences 
were observeG�LQ�WKH�HIILFDF\�DQG�VDIHW\�LQ�HOGHUO\�SDWLHQWV�����\HDUV�RI�DJH�DQG�
younger adult patients <65 years of age in the clinical trials. Renal Impairment: 

Apremilast pharmacokinetics were characterized in subjects with mild, moderate, and 
severe renal impairment as defined by a creatinine clearance of 60-89, 30-59, and 
less than 30 mL per minute, respectively, by the Cockcroft–Gault equation. While no 
dose adjustment is needed in patients with mild or moderate renal impairment, the 
dose of OTEZLA should be reduced to 30 mg once daily in patients with severe renal 
impairment [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)]. 
Hepatic Impairment: Apremilast pharmacokinetics were characterized in patients with 
moderate (Child Pugh B) and severe (Child Pugh C) hepatic impairment. No dose 
adjustment is necessary in these patients.

OVERDOSAGE

In case of overdose, patients should seek immediate medical help. Patients 
should be managed by symptomatic and supportive care should there be an 
overdose.

Manufactured for: Celgene Corporation, Summit, NJ 07901
OTEZLA® is a registered trademark of Celgene Corporation. 
Pat. http://www.celgene.com/therapies
©2014-2017 Celgene Corporation, All Rights Reserved.
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COVERAGE FROM MONTH’S SUPPLEMENT.

Topical treatment reduces acne scars
Topical gel prevents and reduces atrophic scar formation in acne.

Know the visual signs of depression
Acne and depression may go hand in hand. 

10 Treatments for acne scarring
A summary of current and emerging treatments.

frontal fi brosing alopecia than in lichen 
planopilaris.

Treatments include: antimalarials, 
tetracyclines, intralesional cortisone, 
topical tacrolimus, cortisone and minox-
idil. There is a tiered approach to man-
aging these cases. Twenty fi ve percent of 
Dr. Shapiro’s practice consists of fron-
tal fi brosing alopecia. The emphasis on 
therapy is follicular rescue as the folli-
cles are permanently destroyed in fron-
tal fi brosing alopecia. This is a scar-

ring process.
The use of certain products with 

sunscreens has been associated with 
an increased likelihood of having frontal 
fi brosing alopecia, Dr. Shapiro said.  One 
study based on questionnaires about 
exposure to a wide range of lifestyle, 
social and medical factors found that 
twice as many women with the fron-
tal fi brosing alopecia group had used 
a sunscreen compared with controls - 
a diff erence that was highly signifi cant.   

FRONTAL FIBROSING ALOPECIA         Alopecia Areata  28         Rapamycin for Lesions 38         Ovarian Reserve  39         Tralokinumab 40         Hidradenitis Suppurativa 42         Compliance 44         Genetics of Pruritis  46         PsA  49         Psoriasis  50     
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“ The emphasis on therapy is follicular rescue 

as the follicles are permanently destroyed 

in frontal fi brosing alopecia.”

Jerry Shapiro, M.D. New York University School of Medicine

} Treatments for frontal fi brosing alopecia FROM PAGE 1

Frontal fi brosing alo-
pecia typically occurs 
on the frontotemporal 

region of the scalp.

It can also occur in the 
upper periauricular 

and occipital localiza-
tion (hair loss behind 

the ears).

In some cases, the 
band of alopecia 

stretches around the 
head completely 

(circumferential fi bros-
ing alopecia).

Quick TAKES

B Y  T H E  N U M B E R S

20%
OF CASES OCCUR 
IN PREMENOPAUSAL 
WOMEN

1-2%
OF CASES OCCUR 
ARE IN MEN

Women with frontal fi brosing alope-
cia also showed a trend towards more 
frequent use of facial moisturizers and 
foundations, although this just failed 
to reach statistical signifi cance. A sub-
sequent study in men found a similar 
association with the use of facial mois-
turisers and sunscreens.  

Studies with men and women sug-
gest there may be an association between 
frontal fi brosing alopecia and the use of 
facial moisturisers with sunscreens.”

The sunscreen ingredients that may 
be implicated  are the ones that were 
approved by the FDA in 1988 as the 
condition was fi rst reported in 1994. 
This association still needs to be proven 
more conclusively. e

Reference

Shapiro J. U021 - Managing Frontal Fibrosing 
Alopecia, Saturday, July 28; 7:30 AM - 8:30 AM. 
AAD Summer Meeting, July 26-29, 2018, Hyatt 
Regency Chicago, Chicago, IL. https://www.aad.
org/scientifi csessions/sam2018/SessionDetails.
aspx?id=11949
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Emerging treatments

Why you should 
be ready to ID 
depression

Antibiotic alternative benefi ts women

ASPECTS of ACNE SCARRING
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ingful conclusion about the diff erences among 
ethnicities.” e

Disclosures: The study was funded by the LEO 
Foundation in Denmark. Dr. Yosipovitch has served 
as a consultant or advisory board member to Gal-
derma, Menlo, Trevi, Sanofi , Novartis and Eli Lilly.

Reference

Nattkemper LA, Tey HL, Valdes-Rodriguez V, et al. “The Genet-
ics of Chronic Itch: Gene Expression in the Skin of Patients with 
Atopic Dermatitis and Psoriasis with Severe Itch,” Journal of 
Investigative Dermatology, 138, 1311-1317, 2018. DOI:10.1016/j.
jid.2017.12.029

and soles did in the present analysis. e

Disclosures: Dr. Blauvelt is a scientifi c advisor and 
clinical investigator for AbbVie and Janssen, as well 
as a speaker for Janssen.

Reference

Peter Foley MD, Kenneth Gordon MD, Christopher EM Griffi ths, 
MD, et al. “Effi cacy of Guselkumab Compared with Adalimumab 
and Placebo in Specifi c Body Regions: a Secondary Analysis of 
2 Randomized Clinical Trials,” JAMA Dermatology. May 2018.

higher incidence of neutropenia – 3 percent of 
guselkumab-treated patients had grade two neu-
tropenia, and 1 percent had grade three neutro-
penia. All but one case resolved without stop-
ping treatment, he added. A total of 10 patients 
discontinued treatment before the fi nal visit due 
to adverse events and/or lack of effi  cacy. 

“What dermatologists can take home from 
this study is that guselkumab already works on 
skin and is FDA-approved for this indication. 
But now it has also been shown to work on the 
musculoskeletal involvement of psoriatic disease, 
which we see in 30 percent of psoriasis cases.” 
Deodhar et al. already have begun a phase 3 
study of guselkumab in PsA. e

Disclosures: Dr. Deodhar has received research 
grants and has served on advisory boards for Janssen, 
maker of guselkumab.

Reference

Atul Deodhar MD, Alice B. Gottlieb MD, PhD, Wolf-Henning 
Boehncke MD, et al. “Effi cacy and Safety of Guselkumab in 
Patients with Active Psoriatic Arthritis: A Randomised, Double-
Blind, Placebo-Controlled, Phase 2 Study,” The Lancet. June 
2018.
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} Itch study relevant to companies developing therapies FROM PAGE 46

} Guselkumab fi ndings promising for psoriasis of scalp, palms and soles of feet FROM PAGE 50

} IL-23 is a promising treatment target in psoriatic arthritis FROM PAGE 49

Nav 1.7 in itch for both diseases. “Interestingly, 
the TRP cation channel subfamily M mem-
ber 8 (TRPM8) channel, which is the recep-
tor for the cooling agent menthol, is overex-
pressed in psoriatic itching,” Dr. Yosipovitch 
says. “Therefore, most patients that have pso-
riasis with itch will not be helped by over-the-
counter topical cooling agents such as menthol 
that are often prescribed by dermatologists for 
itch of diff erent types.” 

The study is relevant to companies developing 

except that it can take up to a year after success-
ful treatment for healthy looking nails to grow 
out. It’s also diffi  cult for medications to pene-
trate nails, he added. “In the case of the scalp, 
palms and soles, one theory is that these areas 
experience continual trauma from daily activi-
ties, which is a known psoriasis trigger (i.e., the 
Koebner phenomenon).”

As a caveat, he added that the study excluded 
palmoplantar psoriasis (PPP) – psoriasis which 
aff ects only the palms and/or soles, and no other 

IL-23 pathway causes infl ammation. In enthe-
sis, IL-23 leads to release of IL-17 and IL-22, 
which cause more infl ammation in the joints, 
the enthesial area and the skin.”

Compared to ustekinumab, which inhibits IL-12 

therapy. It is also helpful to clinicians in under-
standing that some drugs now in development 
may have a yield beyond just one disease, such 
as other types of chronic itch like prurigo nodu-
laris, where the common pathway is neurokinin 
1 or the kappa opioid receptors in the nerves.

The study enrolled mainly Caucasians and 
Asians. “There have been reports that there are 
diff erences in genetic perception between ethnic 
groups,” Dr. Yosipovitch says. “Our patient pop-
ulation is too small, though, to provide a mean-

body locations. When patients have plaques on 
the palms or soles and the body, he said, the palms 
and soles respond better than when patients have 
PPP, or exclusively palmoplantar disease.

“We get that question a lot – what do you do 
for palmoplantar psoriasis? We think of that as 
a diff erent disease entity compared to people 
with plaque psoriasis that includes palm and 
sole involvement.” Going forward, said Dr. Blau-
velt, it will be important to study whether PPP 
responds to guselkumab as well as the palms 

and IL-23, in PsA, he said, “Guselkumab may be 
more eff ective – we wonder whether blocking IL-12 
might hamper the good eff ects of blocking IL-23.”

Safety outcomes mirrored those in phase three 
guselkumab psoriasis trials, except for a slightly 

Frontal Fibrosing Alopecia  1        Alopecia Areata  28        Rapamycin for Lesions  38        Ovarian Reserve  39        Tralokinumab  40        Hidradenitis Suppurativa  42        Compliance  44        GENETICS OF PRURITIS        PSA        PSORIASIS

PLACEBO (n=49) GUSELKUMAB (n=100)

Guselkumab from baseline to week 24

Number of swollen joints (0-66) –11.8% (–59.1 to 11.8) –84.1% (–100.0 to –43.2)

Number of tender joints (0-68) –5.6% (–53.1 to 30.8) –70.0% (–89.6 to –23.7)

Patient’s assessment of pain (VAS 0-100 mm) 2.4% (–20.9 to 32.8) –32.9% (–70.7 to –7.6)

Patient’s global assessment of disease activity 

(VAS 0-100 mm, arthritis) –2.2% (–26.8 to 26.1) –35.5% (–68.2 to –7.2)

Physician’s global assessment of disease 

activity (VAS 0-100 mm) –8.9% (–48.1 to 11.1) –68.5% (–86.6 to –37.0)

HAQ-DI score (0-3) –10.0% (–27.3 to 12.5)† –28.6% (–52.9 to –8.3)

C-reactive protein (mg/dL) 7.9% (–30.3 to 93.5) –42.6% (–77.7 to 2.3)
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 
This Brief Summary does not include all the information needed to use RETIN-A MICRO safely 
and effectively. See full prescribing information for RETIN-A MICRO.
RETIN-A MICRO® (tretinoin) gel microsphere, 0.1%, 0.08%, 0.06% and 0.04%, for topical use 
Initial U.S. Approval: 1971

INDICATIONS AND USAGE
Retin-A Micro® is a retinoid indicated for topical application in the treatment of acne vulgaris.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Local Irritation
The skin of certain individuals may become excessively dry, red, swollen, or blistered.
Tretinoin has been reported to cause severe irritation on eczematous skin and should be used with 
utmost caution in patients with this condition.
If the degree of irritation warrants, patients should be directed to temporarily reduce the amount or 
frequency of application of the medication, discontinue use temporarily, or discontinue use all together. 
Efficacy at reduced frequencies of application has not been established. If a reaction suggesting 
sensitivity occurs, use of the medication should be discontinued.
To help limit skin irritation, patients must

• wash the treated skin gently, using a mild, non-medicated soap, and pat it dry, and
• avoid washing the treated skin too often or scrubbing it hard when washing.

Patients should apply a topical moisturizer if dryness is bothersome.
Exposure to Ultraviolet Light or Weather Extremes
Unprotected exposure to sunlight, including sunlamps (UV light) should be avoided or minimized during 
the use of Retin-A Micro and patients with sunburn should be advised not to use the product until fully 
recovered because of heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have extended periods of UV exposure (e.g., due to occupation or sports), or 
those with inherent sensitivity to the sun, or those using medications that cause photosensitivity, should 
exercise particular caution. Use of sunscreen products (SPF 15 or higher) and protective clothing over 
treated areas are recommended when exposure cannot be avoided [see Nonclinical Toxicology].
Weather extremes, such as wind or cold, also may be irritating to tretinoin-treated skin.

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 practice.

Clinical Trials in Subjects with Acne
In separate clinical trials for each concentration, acne subjects treated with Retin-A Micro (tretinoin) Gel 
microsphere, 0.1% or 0.04%, over the twelve-week period showed that cutaneous irritation scores for 
erythema, peeling, dryness, burning/stinging, or itching peaked during the initial two weeks of therapy, 
decreasing thereafter.
Approximately half of the subjects treated with Retin-A Micro, 0.04%, had cutaneous irritation at  
Week 2. Of those subjects who did experience cutaneous side effects, most had signs or symptoms that 
were mild in severity (severity was ranked on a 4-point ordinal scale: 0=none, 1=mild, 2=moderate, 
and 3=severe). Less than 10% of patients experienced moderate cutaneous irritation and there was no 
severe irritation at Week 2.
In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.04%, throughout the treatment period the majority 
of subjects experienced some degree of irritation (mild, moderate, or severe) with 1% (2/225) of subjects 
having scores indicative of a severe irritation; 1.3% (3/225) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.04%, discontinued treatment due to irritation, which included dryness in 
one patient and peeling and urticaria in another.
In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, no more than 3% of subjects had cutaneous 
irritation scores indicative of severe irritation; 6% (14/224) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.1%, discontinued treatment due to irritation. Of these 14 subjects, four had 
severe irritation after 3 to 5 days of treatment, with blistering in one subject.
In a double-blind trial with 156 acne subjects comparing 12 weeks of treatment with Retin-A Micro 
(tretinoin) Gel, 0.04% or 0.1%, (78 subjects each group), the most frequently reported adverse events 
affected the skin and subcutaneous tissue (15.4% in the 0.04% group, and 20.5% in the 0.1% group). 
The most prevalent of the dermatologic adverse events in the 0.04% group was skin irritation (6.4%); 
and in the 0.1% group skin burning (7.7%), erythema (5.1%), skin irritation (3.8%), and dermatitis 
(3.8%). Most adverse events were of mild intensity (63.4%), and 34.4% were moderate. One subject in 
each group had adverse events characterized as severe, neither were dermatologic findings and neither 
was characterized as related to drug by the investigator.

Trials in Subjects without Acne
In a half-face comparison trial conducted for up to 14 days in women with sensitive skin, but without 
acne, Retin-A Micro (tretinoin) Gel microsphere, 0.1%, was statistically less irritating than tretinoin 
cream, 0.1%. In addition, a cumulative 21-day irritation evaluation in subjects with normal skin showed 
that Retin-A Micro (tretinoin) Gel microsphere, 0.1%, had a lower irritation profile than tretinoin cream, 0.1%. 
The clinical significance of these irritation studies for patients with acne is not established. Comparable 
effectiveness of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, and tretinoin cream, 0.1%, has not 
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35 women without psoriasis also participated. The median age of the pso-
riasis group was 31 with an average body mass index of 27.39. The con-
trol group was statistically similar with an average age of 29 and 24.24, 
respectively. The median age for women in both groups for their fi rst 
period was 13.

OVARIAN FUNCTION

To determine ovarian function, investigators took blood samples from 
both groups during their menstrual cycle’s early follicular phase (days 
2-4) to analyze E2, FSH, LH, and thyroid stimulating hormone lev-
els. A gynecologist also used transvaginal ultrasound to assess wom-
en’s ovarian volume and to measure total antral follicles sized 2-10mm 
in diameter.

According to study results, participants with psoriasis had substantially 
higher FSH levels than the control group (6.76 (1.96); 5.71 (2.24), respec-
tively, p<0.05). Higher FSH levels indicate follicle depletion. Addition-
ally, FSH/LH ratio was higher in psoriasis patients than the control group 
(1.52 (0.86); 0.92 (0.54), respectively, p<0.05). This ratio also points to 
a diminishing ovarian reserve. Psoriasis patients’ AFC was also signifi -
cantly lower than the controls’ (5 (2.5); 7 (4.5), respectively, p<0.05). AFC 
is known to decline with age.

However, there were no noticeable diff erences among other hormone 
levels, ovarian, or uterus volumes. 

“Results support diminished ovarian reserve in premenopausal women 
with psoriasis,” the authors wrote.

Findings did not indicate a signifi cant diff erence in the incidence of 
spontaneous abortion between women with psoriasis and the control 
group. Existing research is also contradictory on the rate of this preg-
nancy outcome.

The study did have limitations, the authors wrote. Investigations didn’t 
adequately assess AMH levels. This measurement is a leading clinical ovar-
ian reserve assessment factor. In addition, the patient population didn’t 
include enough women with severe psoriasis. 

Based on study fi ndings, women of reproductive age with psoriasis 
could benefi t from additional medical services surrounding pregnancy, 
according to the authors.

“Early referral to a reproductive endocrinologist or obstetrician when 
there is a risk of diminished ovarian reserve can improve pregnancy plan-
ning and management, especially before starting systemic treatment for 
psoriasis,” they wrote. e
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“ The results support diminished ovarian reserve 

in premenopausal women with psoriasis, however, ovarian 

reserve tests do not correlate with disease severity.”

Burcu Tugrul Ayanoglu, et al. Taiwanese Journal of Obstetrics and Gynecology

} Pregnancy: Premenopausal female PsO patients show diminished ovarian reserve FROM PAGE 39
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NAIL BIOPSIES 66 PSO SKIN CHECKS 

Psoriasis is associated with an 

increased risk of cancer, but 

literature reports can be confl icting.

70 MELANOMA IMAGING

Imaging technologies can improve 

the specifi city and sensitivity with 

which patients are treated.

72 IMMUNOTHERAPY TREATMENTS

Immunotherapy is a fast-moving fi eld. 

This review sums up existing therapies 

and promising ones on the horizon.

Mastering the nail biopsy

H
elping a dermatopathologist diagnose neo-
plasms and infections of the foot requires not 
only taking adequate samples, but in many 
cases, sending clinical photographs with them, 

physicians reported at DERMfoot 2018.
“When we see patients in the clinic,” said Dallas-based 

dermatopathologist Clay J. Cockerell, M.D., “we formu-
late one set of diagnoses. When we see things under the 
microscope, we might formulate something else.” 

When dealing with nail lesions that present as a pig-
mented band, clinical photos are especially important.  
They can show whether a lesion involves the proximal nail 
fold — the Hutchinson’s sign — and whether it is broader 
at the base than distally. This Christmas tree sign indi-
cates that it very likely melanoma.” 

But when dermatologists encounter nail issues, “they 
may not be as enthusiastic about dealing with them as 
podiatrists may be. Dermatologists don’t like to take biop-
sies of the nail unit. They are diffi  cult to prepare for and 

require a special setup. And, nail biopsies can slow down 
the pace of your clinic. And for the patient,  the procedure 
is painful and inconvenient.”  

Biopsies are unavoidable in some cases — especially for 
conditions that have not responded to therapy in a reason-
able period of time. Problems impacting just one nail also 
represent red fl ags.

When assessing potential cancers such as melanoma 
or squamous cell carcinoma, “don’t get cavalier.  Some-
times you have to bite the bullet and take a full-thickness 
biopsy of the nail unit even though it might be inconven-
ient.  We’ve seen a number of tragic cases over the years 
in which the biopsy was delayed, resulting in poor out-
comes and sometimes lawsuits.”

In one case, a female patient in her 30s had been seen 
by a podiatrist and a dermatologist for long-standing nail 
dystrophy. “She was treated with topical soaks for the nail 
and was given antifungal preparations,” he said. One of 

In clinic evaluations may differ from biopsy results

JOHN JESITUS | Staff  Correspondent

Yes, biopsies take time, 
but they are necessary.

If necessary, refer 
the patient to another 

specialist who can 
perform the biopsy.

Nail  clippings may not 
always be enough. A biopsy 

into the nail matrix may be 
the safest choice.

Quick TAKES
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NAIL BIOPSIES  CONTINUES ON PAGE 64f

1. | 1. Nail unit biopsies, especially those that go into the matrix, 
may be necessary in some cases. Dermatologists unable to 
conduct these biopsies should refer the  patient to a podiatrist 
or dermatologic surgeon. The clinical image on the left dem-
onstrates nail dystrophy caused by squamous cell carcinoma.

Photo courtesy of Clay J. Cockerell, M.D.
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BRAF-mutant melanoma

B
aseline levels of lactate dehy-
drogenase (LDH) are signif-
icantly associated with pro-
gression-free survival (PFS) 

outcomes in patients with BRAF V600–
mutated metastatic melanoma treated 
with BRAF and/or MEK inhibitors, 
according to a new study. Other base-
line factors associated with outcome 
included ECOG performance status, 
disease burden, and gene signature.

“Extended follow-up of studies eval-
uating BRAF-inhibitor monotherapy 
or combined BRAF and MEK inhibi-
tion show a plateau in survival curves 
beyond about three years, suggestive of 
a subgroup of patients with prolonged 
survival,” wrote study authors led by 
Axel Hauschild, M.D., of University 
Hospital Schleswig-Holstein in Kiel, 
Germany. “The development of prog-
nostic models may provide insight into 
clinical trial results and inform clinical 
decision making in the management of 
patients with metastatic melanoma.”

The new retrospective study used 
recursive partitioning analysis (RPA) 

to model associations 
between baseline var-
iables and survival 
outcomes in 1,365 
patients in the BRIM-
2, BRIM-3, BRIM-7, 
and coBRIM studies. 
Most of the cohort 
(75.6%) was older than 
65 years; 310 patients 
were treated with cobimetinib plus 
vemurafenib, 717 received vemurafenib 
alone, and 338 received dacarbazine. 
The results of the study were published 
in JAMA Oncology.

In the full cohort, baseline LDH level 
was the strongest determinant of PFS. 
Other factors signifi cantly prognostic of 
PFS included ECOG performance sta-
tus, presence or absence of liver metas-
tases, and baseline sum of longest diam-
eters of target lesions (SLDs).

A group with elevated LDH levels 
less than or equal to twice the upper 
limit of normal, an ECOG performance 
status score of 0, and SLD less than or 
equal to 44 mm had the longest median 
PFS at 11.1 months. Elevated LDH level 
greater than twice the upper limit of 
normal defi ned the group with short-
est PFS, at 3.5 months.

The three-year PFS rate was 51.8% 
if they received cobimetinib plus vemu-
rafenib, which was higher than the 
vemurafenib group (26.0%) and the 
dacarbazine group (0.0%).

Similar results were seen for overall 
survival (OS), again with baseline LDH 
level emerging as the strongest prog-
nostic factor. Median OS was longest 
in patients with normal LDH levels and 

an SLD of no more than 45 mm (22.7 
months), and it was shortest in patients 
with LDH levels greater than twice the 
upper limit of normal (6.0 months).

In a subset of patients for whom gene 
expression analysis was available, those 
categorized as having an immune gene 
signature had improved PFS and OS 
compared with those with a cell cycle 
signature. “As baseline immune sta-
tus has also been shown to predict 
improved clinical outcomes among 
melanoma patients treated with anti–
PD-1, this result raises the possibility 
that immune assessments should be inte-
grated into the clinical assessment of all 
stage IV melanoma patients, and poten-
tially utilized in the design of clinical 
trials of targeted therapies in addition 
to immune therapies,” said Michael A. 
Davies, MD, PhD, of the University of 
Texas MD Anderson Cancer Center, a 
melanoma expert who was not involved 
with this study.

Davies said the results regarding ele-
vated LDH levels are largely consistent 
with previous research, and “reinforce 
the critical need to improve our under-
standing and treatments for metastatic 
melanoma patients with elevated serum 
LDH levels.” e

Outcomes are dependent on these baseline factors

DAVE LEVITAN | Staff  Correspondent

Three-year PFS rate was 
51.8% with cobimetinib plus 

vemurafenib treatment.

Three-year PFS rate for 
the vemurafenib group 

was 26%.

Three-year PFS rate for the 
dacarbazine group was .0%

Quick TAKES
BASELINE FACTORS ASSOCIATED WITH 

MELANOMA DIAGNOSIS OUTCOMES

}  L ACTATE DEHYDROGENASE

}  ECOG PERFORMANCE STATUS

}  DISEASE BURDEN

}  GENE S IGNATURE

The development of prognostic 
models may provide insight into 
clinical trial results and inform 
clinical decision making in the 
management of patients with 
metastatic melanoma.”
Axel Hauschild, M.D., University Hospital Schleswig-Holstein, Germany
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Study shows immunotherapy improves outcomes

Despite the limitations, this study adds to the emerging body of evidence 
supporting a benefi t to immune checkpoint inhibition and radiosurgery 
for melanoma brain metastases.”
Tyler P. Robin, M.D., Ph.D., University of Colorado

Melanoma brain metastases

A 
retrospective analysis found 
that immune checkpoint 
inhibitors initiated soon 
before or after radiosurgery 

off er excellent outcomes in patients with 
brain metastases originating from mela-
noma. Additionally, there was an advan-
tage with regard to several outcomes for 
anti-programmed death 1 (PD-1) agents 
compared with anti–cytotoxic T-lym-
phocyte–associated antigen 4 (CTLA-
4) agents.

“Immune checkpoint inhibitors have 
documented activity in the central nerv-
ous system (CNS), and emerging data 
suggest outcomes after radiosurgery 
might be improved in patients receiv-
ing immune checkpoint inhibitors,” 
wrote study authors led by Tyler P. Robin, 
M.D., Ph.D., of the University of Colo-
rado. The researchers reviewed a sin-
gle institution’s experience with patients 
who underwent Gamma Knife radiosur-
gery and who received immune check-
point inhibitor therapy within 8 weeks 
before or after the surgery.

The study included a total of 38 
patients, 55% of whom were under the 
age of 70 years. Most patients were male 
(63%), and most did not have BRAF-
mutant melanoma (68%). The majority 

of patients (63%) had 1 to 3 treated brain 
metastases, and 58% had a volume of 
treated brain metastases of < 1 cc. The 
results of the study were published in 
the Journal of Neuro-Oncology.

The median follow-up time for all 
patients was 31.6 months. The 2-year 
patient-based and lesion-based local con-
trol rates were 81% and 92%, respectively. 
For the full cohort, the median time to 
out-of-fi eld CNS progression was 8.4 
months, and the median time to extra-
CNS progression was 7.9 months. The 
median progression-free survival was 
3.4 months, while the median overall 
survival was not yet reached.

Patients that received anti-PD-1 ther-
apy or combination therapy did not reach 
the median time to out-of-fi eld CNS pro-
gression, compared with 3.1 months with 
anti–CTLA-4 therapy (P = .049). Sim-
ilarly, the time to extra-CNS progres-
sion was not reached with anti–PD-1 or 
combination therapy compared with 4.4 
months with anti–CTLA-4 therapy (P = 
.015), and the median progression-free 
survival was 20.3 months and 2.4 months, 
respectively (P = .043).

The researchers also compared 
patients who received the immune 
checkpoint inhibitor therapy within 

seven days of radiosurgery compared 
with those receiving the drugs outside 
that window, but no signifi cant diff er-
ences were seen.

The therapies were generally well tol-
erated. Three patients had a grade 3 CNS 
toxicity (radiation necrosis); these tox-
icities were seen only in those receiv-
ing anti-CTLA-4 agents. There were no 
grade four or fi ve toxicities.

The authors noted that this was a ret-
rospective single-institution study and 
is thus limited by the inherent biases in 
such studies. “Despite the limitations, 
this study adds to the emerging body of 
evidence supporting a benefi t to immune 
checkpoint inhibition and radiosurgery 
for melanoma brain metastases,” they 
wrote. “Additional studies exploring this 
paradigm, with a specifi c emphasis on 
class of immune checkpoint inhibitor 
and timing with radiosurgery, are war-
ranted.” e
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For the full cohort, 
the median time 
to out-of-fi eld CNS 
progression was 
8.4 months

The median time 
to extra-CNS 
progression 
was 7.9 months.

The median 
progression-free 
survival was 
3.4 months

Quick TAKES
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be done properly and the nail matrix will often 
need to be sampled.  Nail clippings will usually 
not be diagnostic.” 

To perform a proper nail unit biopsy, the 
patient is given a digital block. A tourniquet is 
used to control bleeding and special instruments 
are used to split or remove the nail plate. 

Dermatologists are trained to perform nail unit 
biopsies in their residency programs, he said. “If 
you live in a community with a physician who 
knows how to take a nail biopsy and can do it rel-
atively quickly and easily, you can always refer 
your patient to them. But dermatologists should 
know how to perform a nail biopsy. The prob-
lem is that dermatologists are busy with a lot of 
patients and nail biopsies can throw a monkey 
wrench into the works.  If your patient needs it, 
however, either refer him or her to someone, or 
reschedule the patient for the procedure.”

In some cases, dermatologists refer patients to 
dermatologic surgeons for nail unit biopsies. e
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} Suspected nail melanomas should include biopsies of the matrix  FROM PAGE 60

her doctors eventually submitted a nail clipping 
for pathology. 

The clipping revealed nothing remarkable, 
and the patient was instructed to continue treat-
ment as usual. “Finally, when the nail plate even-
tually fell off , the physician took a biopsy of the 
underlying nail unit epithelium. Unfortunately, 
it revealed the presence of melanoma. When per-
forming a biopsy of a possible melanoma,  get 
into the nail matrix, which is proximal in the nail 
unit. If you take just a clipping or something off  
the distal end of the nail, you’re not going to get 
the appropriate material in the vast majority of 
cases,” he said.

In this case, a larger and deeper biopsy even-
tually revealed a large thick amelanotic mela-
noma. “The lesson in this case is that  if some-
thing in the nail doesn’t look right, consider get-
ting a biopsy sooner rather than later — at least 
within a couple of months. Don’t wait a cou-
ple of years.” 

Being unable to diagnose a challenging dis-
ease from an adequate biopsy is one thing, “but 
if you’re hindered from making the diagnosis 
because of the way the biopsy was taken, that’s 

a tragedy for the patient, dermatologist and der-
matopathologist. If you’re going to do a biopsy, it 
has to be a home run from the beginning. Make 
absolutely certain that you’re doing it right. Get 
plenty of tissue. Every biopsy should be sent to 
someone who knows what they’re looking at 
under the microscope.”

Those who don’t routinely practice dermato-
pathology probably won’t be comfortable inter-
preting nail biopsies. “This is not something that 
a general pathologist should generally interpret 
because they are not seeing enough of these biop-
sies, which can be very complicated to diagnose 
properly,” Dr. Cockerell said.

Another case involved a 39-year-old male who 
was treated with antifungal medication for three 
years. A nail unit biopsy in Dr. Cockerell’s clinic 
revealed a squamous cell cancer that was caus-
ing longstanding nail dystrophy.  

When tumors or infl ammatory diseases such 
as pemphigus, psoriasis or lichen planus cause 
nail dystrophy, the changes may be relatively non-
specifi c and can simulate one another. “Biop-
sying the nail unit will tell you what’s causing 
that dystrophy.  However, the biopsy needs to 

When we see patients in the clinic, we formulate one set of diagnoses, 

but when we see things under the microscope, we might formulate 

something else.”  Clay J. Cockerell, M.D.  Dallas
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| 2. Diagnosing a patient based on a visual diagnosis is one thing, 
but a biopsy may releave a whole other diagnosis, says Dr. Clay 
Cockerell. The image on the left shows a histology demonstrat-
ing Bowen’s disease (SCC in situ) of the nail unit.
Photo courtesy of Clay J. Cockerell, M.D.
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Don’t overlook skin cancer 
checks in psoriasis 

A
s dermatologists become increasingly aware of 
comorbidities associated with psoriasis — either 
from the chronic infl ammatory disease itself or from 
systemic and other treatments — questions of asso-

ciated malignancy risk remain. 
“There is a lot of confl icting or confusing data in the lit-

erature about the risk of cancer in psoriasis patients,” says 
Megan Noe, M.D., M.P.H., instructor of dermatology at the 
University of Pennsylvania who spoke on this issue in July at 
the 2018 American Academy of Dermatology Summer Ses-
sions meeting in Chicago. 

Dr. Noe says that, to date, the most consistent fi ndings from 
large population-based studies suggest that patients with psori-
asis are at an increased risk of non-melanoma skin cancer: basal 
cell carcinoma and squamous cell carcinoma. An increased 
risk of other types of cancers has not been well established.

But to be on the safe side, Dr. Noe recommends that all her 
psoriasis patients are up-to-date on all age-appropriate can-
cer screenings. 

“I do think that all psoriasis patients — even those with well-
controlled psoriasis — should have a full-body skin check once 
a year,” Dr. Noe says.

Skin checks can be trickier in patients with uncontrolled 
or poorly controlled psoriasis. Psoriasis can mimic squamous 
cell cancer or actinic keratoses. So, it’s important that der-
matologists keep that in mind and request patients who are 
coming in for psoriasis visits always put on gowns for skin 
checks, she said. 

“Especially with my patients with well-controlled psoria-
sis, they may not always put a gown on for every visit if they 
feel their skin is OK from a psoriasis standpoint,” she said.

HEIGHTENED CANCER RISK

Dermatologists might be hesitant to use biologics to treat pso-
riasis patients with an increased risk of cancer or who have his-
tories of cancer. Systemic treatments are immunosuppressive 
and may heighten cancer risk in these patients, but that doesn’t 
mean to suggest these patients cannot receive biologic ther-
apy. In these cases, Dr. Noe suggests dermatologists adhere 
to regular skin checks for these patients.

For patients with histories of other cancer types, prior malig-
nancies do not necessarily disqualify a psoriasis patient from 
being a candidate for systemic therapy, but it should be pre-
scribed with caution and collaboration, she said.

“Every case really needs to be explored on an individual 
basis, and it usually will include a discussion with the patient’s 
oncologist because it will depend on what type of cancer, how 
it was treated and how long ago it was diagnosed. Unfortu-
nately, I think some dermatologists might be hesitant to even 
consider biologics in patients with a history of malignancy. I 
think they can be considered in conjunction with the patient’s 
oncologist,” Dr. Noe said.

There remain gaps in the long-term data looking at many of 
the biologic treatments approved for psoriasis, with the excep-
tion of tumor necrosis factor (TN`F) inhibitors. 

“We don’t have a lot of long-term data for the newer biolog-
ics, a that’s important when you’re evaluating cancer risk. Also, 
these outcomes are very rare. So, you need to treat lots of peo-
ple in order to really understand what’s going to happen with 
malignancy risk,” she says. 

TNF inhibitors and traditional medications, like metho-
trexate, have the advantage of long-term safety data.

“We also consider things like phototherapy for psoriasis 
patients with a history of cancer because that doesn’t have any 
systemic side eff ects,” she says. 

Overall, malignancy is something that dermatologists should 
think about and recommend appropriate screening to their pso-
riasis patients. But it’s not necessarily something that should 
hinder them from prescribing or patients from receiving appro-
priate, eff ective therapy, she said. e
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Seborrheic keratosis Tx

U
ntil the approval of Eskata (hydrogen perox-
ide) for the treatment of raised seborrheic ker-
atosis back in December, there was no FDA-
approved treatment for this condition.

“Seborrheic keratoses are one of the most frequent diag-
noses made by dermatologists. We are proud to off er Eskata 
as an innovative therapy that addresses a signifi cant unmet 
need in dermatology,” said Neal Walker, M.D., chief exec-
utive offi  cer of Aclaris Therapeutics, the 
product manufacturer.

Pipeline data about Eskata was presented 
in July at the 2018 American Academy of 
Dermatology Summer Meeting in Chicago.

Intended for in-offi  ce, dermatologist-
applied use only, this 40 percent hydrogen 
peroxide topical solution is colorless and clear. It can be 
directly applied to a patient’s seborrheic keratosis using a 
pen-like applicator in two treatments approximately three 
weeks apart. Each treatment includes four applications to 
the targeted lesions roughly one minute apart. Patients can 
receive a second treatment, as needed. 

According to company data, there is no risk to an unborn 
fetus or breastfeeding infant if the mother uses Eskata. 
However, you should wear protective nitrile or vinyl gloves 
when preparing and administering the solution.

Clinical trials were performed to determine whether 
Eskata was safe and eff ective for patients. Of the 937 par-
ticipants included, 42 percent were men, and 58 percent 
were women. The average age was 68.7 years, and 98 per-
cent were Caucasian. 

Each participant was treated with four applications dur-
ing an initial baseline visit, and an additional treatment 
was provided at day 22, if needed. 

Investigators followed patient progress through day 106. 
According to study results, 13-23 percent of patients received 
a clear diagnosis for at least three out of four lesions upon 
fi nishing the treatment protocol. e
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Lentigo maligna treatment

T
wo to three months of neoadjuvant 
topical imiquimod 5% cream prior to 
conservatively staged excisions for len-
tigo maligna (LM) is associated with 

a lower rate of recurrence. The rate of recurrence 
was similar to that reported with standard staged 
excisions by either Mohs surgery or en face per-
manent sections, reported Jessica M. Donigan, 
M.D., of the University of Utah, Salt Lake City, 
and colleagues in JAMA Dermatology.

A total of 334 patients with 345 lentigo maligna  
tumors treated with neoadjuvant imiquimod 
prior to undergoing conservatively staged exci-
sions with 2 mm margins formed the study pop-
ulation. Patients were treated with imiquimid for 
fi ve nights per week for a mean of 2.5 months. A 
mean of 1.2 stages were required to clear the tumor 
with a mean margin of 3.5 mm (median: 2.0 mm). 
Some 81% of patients had clear margins after one 
stage. Neoadjuvant imiquimod resulted in a nar-
rower surgical margin compared with standard 
or staged excisions alone (median: 2 vs. 9.3 mm).

Thirty-seven patients were lost to follow-up; 
the mean length of follow-up for the remaining 
297 was 5.5 years. The lentigo maligna recur-

rence rate was 3.9% with a mean time to recur-
rence of 4.3 years. Two of the recurrences were 
invasive melanoma.

After removing patients who were included in 
a previously published study, 74 patients (with 
75 tumors) in the cohort had used tazarotene in 
combination with imiquimod. The recurrence 
rate was 7.6% in the group receiving the com-
bination compared with 2.9% in those receiv-
ing imiquimod alone, a diff erence that was not 
signifi cant (P=0.19).

“Overall, these results support our opinion 
that neoadjuvant topical imiquimod allows for 
the confi rmation of a negative histologic margin 
for lentigo maligna, with a smaller mean surgi-
cal margin requirement with consequential less-
ened cosmetic penalty associated with the sur-
gery,” the investigators concluded. 

In an editorial to accompany the study, Fosko 
et al claim that the study suggests that the bene-
fi t of imiquimod in this setting may be its ability 
to eff ectively treat lentigo maligna  that extends 
beyond suspected clinical margins and the pos-
sibility that it treats background atypical mel-
anocytic hyperplasia. They noted the wide var-

iation in the effi  cacy of off -label imiquimod for 
lentigo maligna reported in the literature. “Dif-
ferences in imiquimod effi  cacy may be explained 
by variations in clinical presentation, host factors 
infl uencing immune response, variation in treat-
ment frequency, duration and total applications, 
and the timing of posttreatment histopathologic 
assessment, making it diffi  cult to group all lentigo 
maligna  together as a single disease,” they wrote.

A potential concern of nonsurgical techniques 
for lentigo maligna, such as imiquimod, is the 
lack of histologic confi rmation of clearance and 
accurate monitoring of disease response, they 
added, raising the possibility of using refl ectance 
confocal microscopy to monitor disease response 
to imiquimod. e
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PROS AND CONS OF IMAGING TECHNOLOGIES FOR MELANOMA

By WHITNEY J. PALMER 

MONITORING CHANGES in patients with melano-

ma can be tricky. Using imaging technologies to 

track these changes can help you stay accurate 

with your diagnosis.

Jennifer Stein, M.D., Ph.D., associate director of 

the Pigmented Lesion Section in dermatology at 

New York University School of Medicine, discussed 

the use of digital imaging during the 2018 Ameri-

can Academy of Dermatology Summer Meeting.

Using imaging technologies can improve the spec-

ifi city and sensitivity with which you treat patients, 

she says.

Total Body Photography (TBP):  This method can help 

identify new changes in patients with atypical nevi for 

melanoma detection, she says. Being able to more 

accurately highlight problem spots can reduce the 

number of unnecessary biopsies. One study report-

ed a 3.8-fold decrease in biopsies when TBP was used 

correctly, she says. In addition, Total Body Photography 

can help patients with self exams because they have 

previous visual images with which to make compar-

isons. Another study revealed patients were roughly 

12% more likely to accurately identify changes when 

they had reference photos. TBP can be recommend-

ed during six-month check ups for all patients at high 

risk for melanoma. It best serves patients who have 

relatively easy nevi to manage.

Sequential Digital Dermoscopic Imaging: Sequential Dig-

ital Dermoscopic Imaging is a more rigorous form 

of TBP generally completed on patients who have 

more aggressive forms of disease.

It’s done in the short term, lasting approximately three 

months, and requires more frequent visits. Sequential 

Digital Dermoscopic Imaging is most appropriate for 

patients who have complex lesions.

TBP Pros and Cons: In addition to monitoring lesion 

changes, reducing biopsies, and improving self 

exams, it also decreases patient worry and helps 

patients who have diffi culty tracking moles. However, 

it is expensive, time consuming, can cause patient 

discomfort, and presents privacy issues if photos 

are stored in the general electronic health record. 

Convolutional neural networks are the next step 

in digitally monitoring melanoma progression in 

patients. This technology can be trained, using sev-

eral thousands of reference images, to recognize 

almost any condition.

While it won’t replace you as the dermatologist ulti-

mately responsible for diagnosis and treatment, Dr. 

Stein, it could potentially help you triage patients and 

identify high-risk lesions that need immediate atten-

tion. It could also be used to screen patients without 

easy access to a dermatologist, pinpointing which 

patients would actually need a dermatology referral. e
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At present, there are no good biologic predictors or biomarkers 
available to help clinicians identify those individuals who might 
benefi t most from this type of therapy.”
Debjani Sahni, M.D., Boston University School of Medicine

Dr. Sahni

Immunotherapy basics 
for melanoma treatment

T
he concept of using the 
immune system to combat 
cancer in the body is cen-
turies old, however it is only 

recently that continued research has led 
to significant advances in numerous 
immune-based drugs that can successfully 
be used in patients with advanced mela-
noma (stage III and IV). According to one 
expert, these recent advances in immu-
notherapy can off er melanoma patients an 
extended survival, giving much needed 
hope for this patient population. 

In the past, chemotherapy agents and 
immune-based cytokine drugs. such 
as interferon and interleukin, were the 
mainstay treatment approaches used in 
patients with advanced melanoma. How-
ever, none of these agents could meaning-
fully improve the survival of this patient 
population. 

“Immunotherapy has 
become a very fast-mov-
ing fi eld and the strides 
we’ve made in drug devel-
opment have led to an 
improved survival ben-

efi t in advanced stage melanoma patients,” 
said Debjani Sahni, M.D., director of the 
Cutaneous Oncology Program, Boston 
University School of Medicine, Boston.

Within our immune system, in addi-
tion to stimulatory receptors on T cells, 

there are also regulatory molecules called 
immune checkpoints. Their function is 
to prevent the immune system from going 
out of control and limit collateral damage, 
and therefore maintain immune homeo-
stasis. Tumors, including melanoma can 
take advantage of this regulatory mech-
anism to avoid being eliminated by the 
immune system.

“Antibodies that inhibit these immune 
checkpoints, which normally act as 
nature’s brakes on the immune system, 
can release those brakes and unleash 
a much stronger immune eff ect on the 
tumor,” Dr. Sahni said. 

BASIC PRINCIPAL

The principle of immunotherapy is based 
on enhancing the patient’s own immune 
system to recognize and destroy cancer 
cells more eff ectively. The greatest suc-
cess in FDA-approved immunotherapy 
drugs has been checkpoint inhibitors such 
as CTLA-4 inhibitor (i.e. ipilimumab), 
and PD-1 inhibitors (i.e. pembrolizumab 
and nivolumab). More recently, talimo-
gene laherparepvec (T-Vec), an oncolytic 
virus therapy that stimulates a more robust 
anti-tumor immune response has shown 
great promise. 

All three checkpoint inhibitor drugs 
have shown a survival advantage when 
given in patients with advanced stage mel-

anoma. Although they can have a dura-
ble eff ect on melanoma, it is only seen in 
a subset of patients. At present there are 
no good biologic predictors or biomark-
ers available to help clinicians identify 
those individuals who might benefi t most 
from this type of therapy.

Compared to the anti-CTLA-4 inhib-
itor, the anti-PD-1 drugs are generally 
better tolerated and have greater sur-
vival benefi t. According to Dr. Sahni, 
one way to improve the survival eff ect is 
to use anti-PD-1 inhibitors together with 
anti-CTLA-4 inhibitor as a combina-
tion therapy. Although the overall clin-
ical effi  cacy of combination treatments 
can be greater, so is the side eff ect pro-
fi le and as such, caution is advised when 
considering this treatment approach.

The oncolytic viral vaccine talimogene 
laherparepvec (T-VEC, ImlygicTM) is 
a genetically modifi ed herpes simplex 
virus which has attenuated pathogenic-
ity. The vaccine undergoes tumor selec-
tive replication and tumor lysis. In addi-
tion to having a local tumor-lytic eff ect, 
the genetic modifi cation enables local 
production of GM-CSF (granulocyte-
macrophage colony-stimulating-factor). 
This enables the recruitment and acti-
vation of antigen presenting cells and 
subsequently induces a tumor-specifi c 

ILYA PETROU, M.D. | Staff  Correspondent

Talimogene laher-
parepvec (T-Vec) 
has shown great 

promise as an 
immunotherapy.

CTLA-4 and PD-1 
inhibitors have 

shown a surviv-
al advantage for 
advanced stage 

melanoma.

anti-PD-1 is better 
tolerated and has 
a greater survival 

benefi t.

Quick TAKES

DermatologyTimes®

SEPTEMBER 2018oncology
72

IMMUNOTHERAPY CONTINUES ON PAGE 73f

Nail Biopsy  60        Melanoma  62, 63, 73        PsO Skin Checks  66        Seborrheic Keratosis  69        Lentigo Maligna  70        Melanoma Imaging  70        IMMUNOTHERAPY        Vermilion Lip  74         Organ Transplant  74

http://www.dermatologytimes.com/


systemic T-cell response. In addition to kill-
ing cancer cells where the viral vaccine is being 
injected, distant cancer cells have been shown to 
be impacted as well due to the induction of the 
systemic immune response. Dr. Sahni said that 
clinical trials are currently underway to com-
bine this viral vaccine together with checkpoint 
inhibitors to improve clinical outcomes. 

“There are many other checkpoint molecules 

as well as T cell stimulatory cell surface mole-
cules that still need to be explored as potential 
immunotherapy drug development. Although 
we have taken giant steps towards improving 
survival in melanoma patients with regards to 
immunotherapy with impressive and often dura-
ble results, we still have further to go. At present 
the clinical benefi t is limited to a subset of indi-
viduals and there is currently no good way to 

predict which patients are most likely to benefi t 
from the drugs. Current research eff orts are being 
directed to improve both these issues, and we are 
now entering into an exciting and dynamic fi eld 
of personalized medicine,” Dr. Sahni said. e

References

S014, Updates on Immunotherapy in Melanoma, February 16th 
2018, Debjani Sahni, MD

Nail Biopsy  60      MELANOMA      PsO Skin Checks  66      Seborrheic Keratosis  69       Lentigo Maligna  70        Melanoma Imaging  70        IMMUNOTHERAPY      Vermilion Lip  74        Organ Transplant  74

oncology
73

DermatologyTimes®

SEPTEMBER 2018

P
atients with melanoma who were treated 
with glucocorticoids for ipilimumab-
induced hypophysitis, had improved 
survival outcomes if they received low-

dose vs high-dose glucocorticoids. This is the 
fi rst study to show that these high doses could 
aff ect checkpoint inhibitor (CPI) therapy after 
an immune-related adverse event (irAE).

“Defects in the immune response are asso-
ciated with primary and acquired resistance 
to CPIs,” wrote study authors led by Alexan-
der T. Faje, M.D., of Massachusetts General 
Hospital in Boston. “High doses of glucocor-
ticoids inhibit the immune response, includ-
ing some pathways linked to CPI resistance.”

To test whether glucocorticoid therapy can 
change outcomes with CPI treatment, the inves-
tigators retrospectively reviewed data on a series 
of patients with the same irAE. They included 98 
patients with melanoma and ipilimumab-induced 
hypophysitis; these were divided between those 
who received high doses of glucocorticoids (69 
patients) and those who received low doses (29 
patients). The results of the analysis were pub-

lished in Cancer.
The full cohort had a median age of 63.4 

years, and 67% were men. Most patients were 
diagnosed with the irAE after several treat-
ment cycles with ipilimumab, at a median of 
9.8 weeks from the fi rst dose. Headache and 
fatigue were the most common presenting symp-
toms in the study.

Overall survival was signifi cantly longer in 
the low-dose glucocorticoid group when com-
pared with the high-dose group, with a haz-
ard ratio (HR) of 0.24 (95% CI, 0.07–0.61; P 
= .002). The same was true for time to treat-
ment failure (TTF), with an HR of 0.28 (95% 
CI, 0.11–0.62; P = .001). The median overall 
survival and TTF were not yet reached in the 
low-dose patients, compared with 23.3 months 
and 14.5 months, respectively, in the high-dose 
group. A multivariate analysis did not change 
these results, specifi cally in the patients who 
received ipilimumab as monotherapy.

The median progression-free survival was 
35.0 months with low-dose glucocorticoids, 
compared with 4.9 months with high-dose glu-

cocorticoids, for an HR of 0.36 (95% CI, 0.14–
0.77; P = .007).

The patients who received ipilimumab mono-
therapy and developed hypophysitis (64 patients) 
had improved overall survival, regardless of 
glucocorticoid dose, compared with control 
patients who were treated with the same drug 
but did not develop the irAE, with an HR of 0.53 
(95% CI, 0.36–0.75; P = .0003). The median 
overall survival in the two groups was 28.2 
months and 9.5 months, respectively. This is 
consistent with other reports that showed that 
irAEs could be associated with improved sur-
vival when treated with CPIs.

“In the current study, patients with hypo-
physitis, including those who received higher 
doses of glucocorticoids, had improved over-
all survival compared with those who did not 
develop hypophysitis,” the authors wrote. “This 
fi nding highlights the importance of compar-
ing the eff ects of glucocorticoid doses within a 
population experiencing the same irAE.” They 
recommended against the routine use of high-
dose glucocorticoids in this setting. e
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Growth on the vermilion lip

Skin cancer post organ transplant

C
utaneous squamous cell carcinomas 
(cSCCs) that are located on the ver-
milion lip are at higher risk of nodal 
metastasis than those located on the 

cutaneous lip.
In a cohort study of more than 300 patients 

with cSCCs of the lip, the risk of nodal metas-
tasis was fi ve times greater for vermilion lip 
tumors compared with cutaneous lip tumors, 
investigators at Brigham and Women’s Hos-
pital and Harvard Medical School, Boston, 
have found.

The metastatic potential of vermilion lip tumors 
has been hypothesized to be greater than cSCCs 
on the cutaneous lip because of the absence of 
subcutaneous fat in the vermilion lip, making 
it more prone to deep invasion.

To test this hypothesis, the researchers iden-

tifi ed 303 patients with 310 cSCCs from a query 
of the Partners HealthCare System Research 
Patient Data Registry. A total of 138 (44.5%) 
were located on the cutaneous lip and 172 (55.5%) 
on the vermilion lip. Some 86% of tumors were 
less than 2 cm in diameter, 77% were well dif-
ferentiated, 92% were confi ned to the dermis, 
and 93% were free of perineural invasion. Mohs 
surgery was used as primary treatment in about 
two thirds (64%).

Tumors on the vermilion lip were more likely 
to have a larger diameter and more aggressive 
histologic characteristics  than those on the cuta-
neous lip. On multivariable analysis, the risk of 
nodal metastaisis for cSCCs on the vermilion lip 
was 5-fold higher than the risk for cSCCs on the 
cutaneous lip (7.5% vs. 1.5%), independent of 
depth of invasion (P=0.04).

The authors wrote that the fi nding “suggests 
that the recently updated AJCC 8 (American 
Joint Committee on Cancer) criteria and BWH 
(Brigham and Women’s Hospital) cSCC staging 
may not adequately account for the increased risk 
inherent to vermilion lip location.” They noted 
that AJCC 8 eliminated a location-based criterion 
for cSCC of the head and neck “in part because 
studies in the existing literature have inconsist-
ently analyzed, failed to analyze, or were under-
powered to analyze risk diff erences between the 
lip zones in cSCC.” e
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R
ecipients of solid organ transplants 
experience an average of 2.6 cuta-
neous squamous cell carcinomas 
(cSCCs) during the seven years after 

transplant. The latency between the fi rst and sec-
ond post transplant cSCC varies widely, found 
investigators from Duke University School of 
Medicine, Durham, N.C.

In their retrospective study that spanned 11 
years, data from 143 renal, hepatic, and cardio-
thoracic adult transplant patients at Duke Med-
ical Center who experienced a post transplant 
cSCC were reviewed. Mean age at transplan-
tation was 59.3 years. Of the 143 patients, the 
mean number of cSCCs was 2.6 over a mean fol-
low-up of 7.2 years.

Twenty patients (14.0%) experienced their 

second cSCC within six months of their trans-
plant cSCC. The renal group experienced a mean 
of 3.0 cSCCs compared with a mean of 2.4 in 
the hepatic group and 2.6 in the cardiothoracic 
group (P=0.60). Slightly more than half (n=76; 
52.8%) experienced 2 or more cSCCs, with a 
mean latency time between the fi rst and second 
cSCC of 1.9 years. 

The patients who had only 1 cSCC had greater 
exposure to voriconazole (P<0.001) and mycophe-
nolate (P<0.001) than those who developed at 
least 2 cSCCs, whereas those who developed at 
least 2 cSCCs had greater exposure to azathio-
prine (P=0.003).

Morbidity and mortality are worse in the 
patients with transplant-associated cSCC com-
pared with the general population without cura-

tive systemic treatment options for disseminated 
disease, the authors noted.

“It is diffi  cult to predict which solid organ 
transplant recipients will experience a second 
primary cSCC following transplant. Therefore, 
ongoing vigilance with frequent dermatologic 
surveillance beyond the fi rst two to three years 
after the initial posttransplant cSSC diagnosis 
should be considered owing to the increased 
risk in this population,” the authors wrote. e
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THERMAGE 

FLX

79 ANTI-AGING

NKAL plays a critical role 

in the aging process.

80 PARADOXICAL ADIPOSE HYPERPLASIA 

Fat reduction with cryolipolysis poses 

risk for hardened area of localized fat.

82 COMBO AESTHETIC PROCEDURES

Combining aesthetic procedures 

that lead to superior results.

Thermage FLX: 

Single-session standout

T
he new Thermage FLX adds speed and ease of 
use to the only monopolar radiofrequency (RF) 
device FDA-cleared for use on body and facial loca-
tions, including the eyelids, with a single treat-

ment, according to a physician reporting at The Cosmetic 
Bootcamp (CBC).

Vic Narurkar, M.D., called Thermage, “the treatment that 
everybody is doing, but many don’t talk about.” He is founder 
and director of the Bay Area Laser Institute, chairman of der-
matology at California Pacifi c Medical Center, San Francisco, 
and a CBC cofounder and director.

These days, he said, more heavily hyped new technolo-
gies capture headlines. Initially, Thermage earned a bad rap. 
“The fi rst-generation Thermage was too painful, overly pro-
moted and created fat atrophy,” said Dr. Narurkar, who has 
used Thermage for 11 years. 

Thermage is the fi rst monopolar, capacitively coupled RF 
device that has been FDA-indicated for noninvasive treat-
ment of periorbital, facial and body wrinkles, and temporary 
improvement in the appearance of cellulite. “And it is the only 
RF device that can be done with a single treatment as shown 
in peer-reviewed studies, histology and long-term results.”

Thermage is the fi rst RF device with a patent on heating der-
mal tissue by cross-polarization. “It also has a reverse thermal 
treatment gradient, so the RF energy is delivered uniformly 
over the tip.” This allows operators to use a stamping, rather 
than linear, motion. The reverse thermal gradient delivers heat 
subcutaneously while keeping surface skin cool. Compared to 
bipolar RF, the device’s monopolarity provides deeper pene-
tration, down to subcutaneous fat and tissue.

In 2007, the multi-pass NXT protocol made Thermage 
safer and more tolerable. “But the real game-changer occurred 
with the use of vibration, added in 2009. This is the gated the-
ory of pain. Just as the dentist grabs your mouth before inject-
ing the needle, the fi rst thing patients feel is vibration, then 
the RF,” he said. 

In the current generation Faster Algorithm Experience 
(FLX), automatic calibration means that users need not tune 
the energy delivery system. The device’s single handpiece and 
touchscreen navigation facilitate ease of use.

Thermage FLX shortens treatment times 33%. Treating 
the face and neck takes around 60 minutes versus around 20 
minutes for eyelids. “I perform all my Thermage treatments 
myself. I have a relationship with the patient, and a captive 
audience. We chat about everything,” Dr. Narurkar said.

“I have not had to give any medication for my Thermage 
FLX. Patients are awake, alert and very comfortable during 
treatment,” he said. Patients generally experience little or no 
downtime, just transient redness.

“I tell patients this is not a facelift. The first question I 
ask is, are you considering anything surgical? The patients 
who see me already have decided they want a nonsurgical 
approach, combined with injectables or laser resurfacing,” 
Dr. . Narurkar said. Combination treatments includes a two 
to three month post-treatment wait period before injecting 
fi llers or neuromodulators.

While a single abdominal treatment can tighten loose skin, 
“Thermage patients are not candidates for liposuction, cry-
olipolysis or any other noninvasive fat reduction,” he said.

Even as monotherapy, it produces fairly signifi cant results. 
“After one Eyes by Thermage treatment of the eyelids and 
brows, millimeter-sized changes make a diff erence in how 
patients are perceived. With the 0.25 cm2 Eye Tip, you can 
treat upper and lower eyelids. When I perform Eyes by Ther-
mage, I treat the upper lid, lower lid, periorbital area and brow. 
Sometimes I’ll just do the brow and periorbital area, in which 
case the treatment does not require plastic corneal shields. 
That’s a fantastic 20-minute brow lift in patients who don’t 
want injectables or surgery.”

Other RF devices require fi ve or six treatments for satis-
factory results, he said.
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Thermage FLX 
is still in use.

Thermage FLX  
shortens treatment 

times by 33%.
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New research in antiaging

E
arly research suggests the Na/K-ATPase oxidant 
amplifi cation loop (NKAL), a feed-forward ampli-
fi cation loop for oxidants, plays a critical role in the 
aging process and eventual oxidant injury, while a 

newly developed synthetic peptide appears to attenuate cel-
lular senescence, according to fi ndings published June 26, 
2018, in Scientifi c Reports.

Senescence and apoptosis cause the phenotypic progres-
sive age-related decline. Oxidant stress is at the forefront of the 
aging process, causing injury to cellular proteins and DNA, 
according to the paper.

“When reactive oxygen species (ROS) accumulation 
exceeds the detoxifying ability of the cell, the resulting oxi-
dative stress induces damage, senescence and apoptosis,” 
the authors write.

NKAL, the authors of this study have shown, is a non-spe-
cifi c reactive oxygen receptor. It helps to start a signaling cas-
cade for reactive oxygen species generation. The same group 
developed the pNaKtide peptide from the N domain of the 
Na/K-ATPase α1 subunit, which inhibits the Na/K-ATPase 
feed forward amplifi cation of reactive oxygen 
species, according to the paper.

“I believe our research has delineated a 
novel mechanism operant in the aging pro-
cess within cells and, if validated, presents 
several molecular targets in the aging pro-
cess,” says Joseph I. Shapiro, M.D., senior 
author and dean of the Marshall University Joan C. Edwards 
School of Medicine. “In particular, we think that the pep-

tide, pNaKtide, that we studied in the paper could have 
the potential to do this and serve as an ‘anti-aging’ medica-
tion. However, we caution the reader that a lot of additional 
work will be necessary prior to clinical testing of pNaKtide.”

The researchers studied aging mice, feeding the animals 
a Western diet to stimulate NAKL or pNaKtide to antago-
nize the NKAL. The Western diet accelerated functional and 
morphological evidence for aging, whereas pNaKtide atten-
uated these changes.

They then studied human dermal fi broblasts, which they 
exposed to diff erent oxidant stressors in vitro. Each of the 
stressors increased senescence marker expression, cell-injury 
and apoptosis. The stressors also stimulated NKAL; pNaKtide 
treatment attenuated cellular senescence. N-Acetyl Cysteine 
and vitamin E lessened overall oxidant stress to a similar 
degree as pNaKtide, but pNaKtide protected against senes-
cence more than either antioxidant.

“In particular, pNaKtide appeared to specifi cally ameliorate 
nuclear oxidant stress to a greater degree,” the authors write. e

Disclosures: Study author Dr. Zijian Xie, Ph.D., discovered the 
scaff olding function of Na/K-ATPase. The group of authors described 
NKAL. And pNaKtide was discovered and patented by study authors 
Drs. Xie and Shapiro.
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NKAL plays a 
signifi cant role in 
the aging process.

Study may present 
new molecular 
targets in the 
aging process.
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Study indicates future possibility of new molecular targets

Dr. Shapiro

} Thermage for neck is combined with neuromodulator to reduce platysmal banding  FROM PAGE 76

Eyes by Thermage is very popular with younger 
patients.” He also likes Thermage for the neck, 
often combined with a neuromodulator to reduce 
platysmal banding. 

Thermage treatment starts with placement 
of a grid, which guides application of the hand-
piece, to an area such as the face. “Sometimes 
I don’t even put the grid on because it’s pretty 
small, and I know where I’ve been.” With the 

handpiece activated, Dr. Narurkar uses his non-
dominant hand to retract skin for even RF dis-
tribution in areas such as the jowls. 

“I’m just following the squares. You no longer 
overlap — you do a row of squares, followed by 
a row of circles.”

After treating one side of a patient’s face dur-
ing a live demonstration, “you can see this beau-
tiful cheek sweep. She’s got a lift. Her jawline is 

much more defi ned, and results get better over 
time.” Skin tightening develops over the next 
four to seven months. 

Results last one to three years. e

Disclosures: Dr. Narurkar is a consultant for Solta.
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When paradoxical adipose 
hyperplasia strikes

P
atients who elect to have nonsurgical fat reduction 
with cryolipolysis are at risk for a complication in 
which a hardened area of localized fat develops 
post procedure, leaving patients with a bulge that 

requires the very treatments they tried to avoid for removal.
Risk of this complication, called paradoxical adipose hyper-

plasia, might be higher than the one in 4,000 treat-
ment cycles, or 0.025% incidence, reported 
by the device’s manufacturer, research-
ers suggest in a new study. Authors of 
the study, published in the July issue 
of Plastic and Reconstructive Surgery, 
report paradoxical adipose hyperpla-
sia’s incidence is 0.72%, or about one in 
every 138 cryolipolysis treatments.

Plastic surgeons looked retrospectively for 
all paradoxical adipose hyperplasia patients seen in 
their practice between May 2013 and May 2016. They iden-
tifi ed eight men and three women with paradoxical adipose 

hyperplasia. All 11 patients were Hispanic.
Surgeons treated patients successfully with 

liposuction only or, as was the case with one 
patient, liposuction and abdominoplasty.

“In our series, 50% of the treated patients 
with liposuction required a second treatment 
for recurrence or persistent bulge,” they write.

The authors report that timing and patience are of the 
essence for successfully treating paradoxical adipose hyper-

plasia. They recommend that surgeons wait until the hard-
ened tissue has softened, which takes about six to nine months 
post cryolipolysis. Physicians who remove the tissue too early 
risk a less optimal outcome and recurrence, they write.

Patience is required when explaining the problem and 
off ering a solution dealing to these patients, who tend to be 
upset. When surgeons are attentive and successfully treat 

patients for paradoxical adipose hyperplasia, chances are 
good that patients will be satisfi ed despite the hurdles, 

according to the study.
Two patients with the complication refused further 

treatment, even though the treatment costs were cov-
ered by the equipment manufacturer, according to an 

American Society of Plastic Surgeon’s press release on 
the study.
There is no data looking at the long-term eff ects of proce-

dures used to treat paradoxical adipose hyperplasia, they write.
Researchers coined the term paradoxical adipose hyper-

plasia in March 2014, in a case report published in JAMA 
Dermatology. The authors, at that time, reported paradox-
ical adipose hyperplasia’s incidence was 0.0051%. e
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Incidence reported by 
manufacturer much 

smaller than incidence 
reported in new study.

Timing, patience are 
required for successful 

treatment of this 
complication.

There is no current 
data on the long-term 
effects of procedures 

used to treat paradoxi-
cal adipose 
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Researchers note incidence may be higher than reported

In our series, 50% of the treated patients with liposuction 

required a second treatment for recurrence or persistent bulge.”

Michael E. Kelly, M.D., Miami Plastic Surgery, Miami, Fla., and colleagues

COMBINED 

TREATMENTS 

MAXIMIZE PATIENT 

EXPERIENCE 
PG. 80

READ MORE Authors shared their experience treating patients with paradoxical adipose hyperplasia and reported results of their 
retrospective chart review in the July issue of Plastic and Reconstructive Surgery. bit.ly/paradoxicaladiposehyperplasia
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Combined procedures 
lead to superior results

C
ombination therapies, such as fi llers and neuro-
modulators, are becoming widespread. If you fi nd 
yourself off ering these paired procedures more 
often, it’s imperative you know how to complete 

them in the safest, most effi  cient ways possible.
According to Arisa Ortiz, M.D., the director of laser 

and cosmetic dermatology at the University of California 
San Diego, says that means using combination therapies 
to address more than just singular issues.

“As we learn how to better improve aesthetics, we’ve real-
ized we need to take a global approach to patients rather than 
fi xing one wrinkle or one aspect to give a more improved 
outcome,” Dr. Ortiz says. “But, you must do it safely.”

In her presentation, “Combining Fillers & Neuromodu-
lators with Energy-Based Devices” at the 2018 AAD Sum-
mer Meeting in Chicago, Dr. Ortiz off ered guidance on 
how best to combine various treatments in ways that ben-
efi t patients the most.

Overall, Dr. Ortiz says, correctly combining fi llers, neuro-
modulators, and energy-based devices can give your patients 
more satisfying dermatological experience. Additionally, 
combination treatments can minimize a patient’s healing time 

because they only come in one day for procedures. Pairing ser-
vices can also reduce the likelihood patients will endure more 
invasive treatments, such as face lifts, in the future, she says. 

“Combining therapies can give you superior clinical 
results,” she says. “But, it’s important to know how to do 
it safely.”e
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1.  Separate lasers and 
neurotoxins by at 
least one day. Admin-
istering them same 
day can cause swell-
ing and allow the 
neurotoxin, such 
as Botox, to diffuse 
where you don’t want 
it to. This could result 
in droopy eyelids or 
smiles. 

Combination Treatments

“We’ve realized we need to 
take a global approach to patients 
rather than fi xing one wrinkle...”

Dr. Arisa Ortiz
University of California, San Diego

2.  When administer-
ing fi llers and lasers 
same day, complete 
the fi ller fi rst. Follow 
immediately with 
the laser. Lasers can 
cause swelling and 
distort your patient’s 
anatomy, mak-
ing it diffi cult for you 
to determine how 
much fi ller to use. 

3.  Relax muscles with neuro-
toxins prior to laser resurfac-
ing. This can improve results, 
especially if you’re treat-
ing lines around the mouth 
or Crow’s feet around the 
eyes. Administer the neuro-
toxin approximately a week 
before laser resurfacing so 
the patient’s muscles aren’t 
contracting while they’re 
healing from resurfacing. 

4.  Combine fi llers with different 
tissue-tightening devices, 
such as microfocused ultra-
sound or monopolar radio-
frequency, to give patients 
more immediate results. 
Improvement from tighten-
ing devices can take up to 
six months to appear. Using 
fi llers at the same time can 
give patients more readily-
visible results.

Combination therapies 
can be used to 

address more than 
singular issues.

Correctly combining 
procedures can mini-

mize healing time and  
provide a more satisfying 

patient experience.
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A paradigm shift 
for treating unwanted fat

I
f you’re providing body contouring services to patients, 
chances are you’re doing it diff erently than you were a 
decade ago.

Since 2010, the dermatology industry has seen a para-
digm shift in how it treats unwanted fat, and the advancements 
have changed the way you practice, says Mathew Avram, M.D., 
director of the Massachusetts General Hospital 
Dermatology Laser& Cosmetic Center.

“There’s been a revolution in the way we 
treat fat over the last 10 years. Previously, fat 
removal really involved invasive surgery. But, 
now we can do it non-invasively with no cut-
ting, no anesthesia, and typically little, if any, 
downtime,” said Dr. Avram in a presentation made at the 
2018 AAD Summer Meeting in Chicago.

Today, there are many non-invasive technologies available, 
including cryolipolysis, radio-frequency, laser, ultrasound, 
and injectables, that remove fat as eff ectively as invasive pro-
cedures, such as liposuction. In fact, according to American 
Society for Dermatologic Surgery data, for every invasive fat 
removal procedure, dermatologists complete more than 10 
non-invasive ones, totaling roughly six million so far. They 
target love handles and the lower abdomen, areas under the 
neck, and the back of the upper arms.

While the non-invasive procedures require multiple treat-
ments and cost more, patients experience less pain, less recov-
ery time, and no side eff ects, he says. Non-invasive procedure 
treatment times have improved in recent years, he says, noticing 
cryolipolysis can be completed in 35 minutes instead of 1 hour, 
and a 1060-nm diode laser treatment only takes 25 minutes.

These technologies also off er providers positive practice 
changes. Because they’re non-surgical, a larger dermatolo-
gist population can provide them.

“These procedures open a whole ability for people who 
don’t do liposuction procedures — those who aren’t trained 
in them — to still provide patients with the ability to remove 
unwanted fat,” he says. “With these devices, you can address a 
patient’s major concern with an in-offi  ce procedure in no time.”

Although the procedures aren’t invasive, you must still have a 
good understanding of fat, Avram says. Take the time to under-
stand your patient’s goals and manage their expectations. To 
achieve greatest success, the majority of patients should already 

be within 10-15 lbs of 
their desired weight. 

The technologies 
do have some differ-
ences, he says. For 
example, cryolipoly-
sis can, in rare cases, 
increase fat volume. 
This result appears 
between 2-3 months 
post-treatment. And, 
the 1060-nm diode 

laser can’t be used over tattoos because it can dull pigments. 
Even with any limitations to use, Avram says, non-invasive 

procedures treatment changes are here to stay.
“This is a new fi eld that continues to change and grow,” he 

says. “And, it has no signs of abating over the next few years.” e
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“ This is a new fi eld that continues to change and grow. 

And, it has no signs of abating over the next few years.”

Mathew Avram, M.D., director, Massachusetts General Hospital Dermatology Laser& Cosmetic Center

There are many 
options for non-
invasive treatment 
of body 
contouring.

Treatment times 
have improved in 
recent years.

Technology 
advances offer a 
larger dermatolo-
gist population the 
ability to provide 
these non-surgical 
procedures.
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GAPS IN 
HEALTHCARE

88 TECHNOLOGY AS FRIEND TO PRACTICE
Pennsylvania Dermatology Partners 
tells its story of success, which they 
attribute to investing in technology.

1 MALPRACTICE SUPPORT
It is possible to stave off malpractice law-
suits. In this article, the experts outline some 
basic steps every practice shoud follow.

Gaps in care filled by APPs

T he number and scope of dermatologic proce-
dures performed by advanced practice profes-
sionals is increasing, which suggests a need to 
report and follow outcomes and support opti-

mal training, writes Myron Zhang, M.D., and colleagues 
in JAMA Dermatology.

Dr. Zhang and colleagues examined how the scope of 
skin procedures performed by advanced practice profes-
sionals, such as nurse practitioners and physician assis-
tants, has changed over the years. It is clear that nurse prac-
titioners and physician assistants are seeing more patients 
today, but researchers were curious to know what specific 
procedures they were conducting. 

They found the total number of all dermatologic pro-
cedures conducted by advanced practice professionals 
increased from 2.69 million of 30.7 million in 2012 to 4.54 
million of 33.9 million in 2015. The percentage of these 
procedures performed by advanced practice profession-
als also rose from 8.8 percent to 13.4 percent during the 
same time period.

The most common procedure performed by advanced 
practice professionals in 2015 were destructions of benign 
neoplasms (3.6 million), followed by biopsies (788,834) 
and destructions of malignant neoplasms (48,982). The 
numbers of patch tests, removals of benign and malignant 
neoplasms, intermediate and complex repairs, flaps, and 

surgical pathologic specimen examinations also increased 
each year from 2012 through 2015.

This was a three-year study that analyzed data from 
the Medicare Provider Utilization and Payment Data that 
includes outpatient procedures paid by Medicare Part B 
in the United States.

The authors of the current study, published online 
July 11, said their results are a catalyst for further study of 
patient outcomes.

Study raises concerns about procedures performed by this group

BOB KRONEMYER | Staff Correspondent

There is currenntly a higher 
ratio of advanced practice 

professional (APP) to  
dermatologist.

As APPs see more patients, 
roles expand too.

The number of skin  
procedures performed by 
APPs is rapidly increasing.
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~A JAMA Dermatology study shows that advanced prac-
tice professionals, such as nurse practitioners and phy-
sician assistants, are increasingly performing more pro-
cedures once typically conducted by physicians. The 
removal of benign lesions are among the most common 
of procedures performed by non-physicians. This photo 
demonstrates the removal of a benign tumor in a cos-
metic salon (©TarasAtamaniv/Shutterstock.com)

Advanced practice 
professionals provide an 
important service to patients 
and are valuable members 
of the patient care team.”
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“ The authors raise concerns over limited or 

non-existent training requirements for advanced practice 

professionals to perform more complicated cognitive skill-based 

procedures, such as patch testing and complex skin fl aps.”

Lindsay Strowd, M.D., FAAD, Wake Forest Baptist Health, North Carolina

} Cost, value and appropriateness of procedures performed by advanced practice professionals FROM PAGE 84

procedures routinely performed by 
a dermatologist. 

However, the overseeing physi-
cian must ensure advanced practice 
professional training is longitudi-
nal and comprehensive to ensure 
the safety and care of our patients,” 
she says. 

“There are certain procedures 
within dermatology that require 
very extensive and specifi c train-
ing that I feel may not be appropri-
ate for advanced practice profes-
sionals to perform independently, 
without having completed similar 
training to a board-certifi ed der-
matologist. Though it is outside the 
scope of this article, similar concerns 
exist for the utilization of advanced 
practice professionals for cosmetic 
procedures.” 

Still, Dr. Strowd points out that 
advanced practice professionals pro-
vide an important service to patients 
and are valuable members of the 
patient care team. “I believe most 
dermatologists view the role of the 
advanced practice professionals as 
providing effi  cient and value-based 
follow-up care for specifi c derma-
tologic diseases under close super-
vision of a board-certifi ed derma-
tologist,” she says.

A higher advanced practice pro-
fessionals to dermatologist ratio, 
along with a rapidly escalating 
number of procedures performed 
by advanced practice professionals, 

suggests a trend toward less over-
sight of advanced practice profes-
sionals and an expansion of their role 
beyond what is perhaps the safest 
and eff ective patient care, accord-
ing to Dr. Strowd. “It is ultimately 
the responsibility of the oversee-
ing physician to ensure employed 
advanced practice professionals are 
providing care in an appropriate 
practice setting,” she says.

The study authors agree that uni-
formity in training and credential-
ing of advanced practice profession-
als is needed. “The core competen-
cies defi ned for nurse practition-
ers do not mention a dermatology 
curriculum or surgical training,” 
they wrote.

Two limitations of the study are 
that it is restricted to the Medicare 
population and assumes that the 
clinician under whom the proce-
dure is billed is the one who per-
formed it. e
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BILLING

Advanced practice professionals 
were also found to independently 
bill for a large number of procedures: 
nearly 5 million in the 2012 Medi-
care population, of which 55% were 
dermatologic, according to a previ-
ous study by other authors in JAMA 
Dermatology. 

Lindsay Strowd, 
M.D., FAAD, of 
Wake Forest Bap-
tist Health in North 
Carolina, pointed 
to a discrepancy in 

the study.
“What the authors found was a 

discordance between the increase in 
billed procedures and the increase 
in number of Medicare patients. For 
example, they cited a 68% increase 
in number of performed skin biop-
sies by advanced practice profes-
sionals, but only a 1.3% increase 
in number of Medicare enrollees 
during the same three-year period,” 
said Dr. Strowd who was not affi  li-
ated with either study.

Additionally, the rate of increase 
in performed procedures “was sig-
nifi cantly higher than their physi-
cian counterparts,” Dr. Strowd 
says. “The article raises the ques-
tions of cost, value and appropriate-
ness of procedures performed in this 
cohort. Furthermore, the authors 
raise concerns over limited or non-
existent training requirements for 

advanced practice professionals to 
perform more complicated cognitive 
skill-based procedures such  as patch 
testing and complex skin fl aps.”

The study found that the num-
bers of patch tests, removals of 
benign and malignant neoplasms, 
intermediate and complex repairs, 
fl aps, and surgical pathologic spec-
imen examinations by advanced 
practice professionals increased 
each year from 2012 through 2015. 

STANDARDIZED OVERSIGHT

“I think the results of the study echo 
concerns voiced by some physician 
fellows of the American Academy of 
Dermatology regarding the lack of 
standardized oversight of advanced 
practice professionals and potential 
for misuse of healthcare resources,” 
Dr. Strowd says.

“The study suggests over recent 
years more advanced practice pro-
fessionals are treating skin condi-
tions and are increasingly perform-
ing more complex procedures. One 
statistic from the study that was par-
ticularly poignant, although not nec-
essarily surprising, was advanced 
practice professionals performing 
twice the number of skin biopsies 
to diagnose a skin cancer compared 
to physicians.”

Dr. Strowd bel ieves that 
advanced practice professionals 
can be trained to properly perform 
many of the outpatient dermatologic 

Malpractice Support  1        GAPS IN HEALTHCARE        Technology as Friend  88

Dr. Strowd

http://www.dermatologytimes.com/


https://www.cosmeticsurgery.org/


Malpractice Support  1        Gaps in Healthcare  84       TECHNOLOGY AS FRIEND

DermatologyTimes®

SEPTEMBER 2018business
88

Technology is your friend

W
hen Dr. Daniel Shurman, a dermatologist 
and Mohs surgeon, and I took the leap and 
started our own dermatology practice in 
2012, we decided upfront that we would 

rely heavily on technology to build our practice. 
We knew what we wanted — and didn’t want. We came 

from a practice where Dr. Shurman was one of the more 
productive practitioners and I was the COO. That practice 
was an early innovator in the world of electronic healthcare 
records (EHRs) and they had a home-grown practice man-
agement (PM) system, which created some decent effi  cien-
cies in the early days of medical practice technology. How-
ever, to succeed in our new practice, we knew we would 
need a more advanced, robust and integrated systems to 
serve both the dermatology and technology needs of our 
new patient base in southeastern Pennsylvania.

The decision to invest in technology was the right one 
for us, even though we started with only Dr. Shurman, one 
nurse practitioner, a small offi  ce staff  and me. Technology 
has helped us to achieve a consistent growth trajectory of 
about 15% a year, a very nice pace as we have added loca-
tions, doctors and occasionally a mature practice. Today, 
Pennsylvania Dermatology Partners (PDP) has 12 offi  ces, 
11 physicians, seven nurse practitioners and physician 
assistants, a front desk person in each offi  ce, and six peo-
ple in a call center for overfl ow calls. We are up to 7,800 
patient visits per month, aiming for 8,500 per month by 
the end of the year. Here are the technology-related les-
sons we learned along the way. 

Lesson #1–
BASIC SYSTEMS HAVE TO WORK TOGETHER

With so many technology vendors out there, it was a chal-
lenge to evaluate them all. You need to look not only at cost, 
but at the ability of the tools you choose to work together, as 
well as their ease of deployment and use. As a dermatology 
practice, we had to have an EHR specifi c to our specialty, 
which was the starting point in our technology process. 

Next, choosing a PM system was just as important. 
A practice management system doesn’t have to be spe-
cialty-specifi c, as our management issues are basically 
the same as those faced by a hospital, a small solo prac-
tice or a network group provider. A PM system must be 
broad and able to do many diff erent things for all the dif-
ferent people working in the practice, not unlike a Swiss 
army knife. We found one that interfaces well with our 
dermatology-specifi c EHR and also accommodates our 
growth; AdvancedPM from AdvancedMD has industry-
standard tools that are easy to leverage, scales eff ortlessly 
as we add offi  ces, and helps us tie everything together, be 
it changing provider schedules or messaging a patient, 
creating custom claims scrubbing tools, analyzing fi nan-
cial trends, pushing out information to new patients and 
more. AdvancedMD has proven a facile tool for all of 
those purposes. 

Pennsylvania Dermatology Partners tells its story of technological 

support and success

ANDREW FRANKEL | Chief Operating Offi  cer, Pennsylania Dermatology Partners

To succeed, we knew we 
needed more advanced 
and integrated systems.

Technology use has helped 
us to achieve a consistent 

growth trajectory.

In evaluating vendors, we 
looked at cost, ease of use, 
and ability to integrate with 

other tools.

Quick TAKES
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ADVANCED REPUTATION           Open Report...

Survey Results Last 7 days

4.83  ★ ★ ★ ★ ★  Avg.  ⓪ 183
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4 ★ 19

3 ★ 6

2 ★ 0

1 ★ 0
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“ You need to look not only at cost, but at the ability 

of the tools you choose to work together, 

as well as their ease of deployment and use.”

Andrew Frankel  Chief Operating Offi  cer, Pennsylvania Dermatology Partners

} Technology chosen carefully can signifi cantly improve practice effi ciency FROM PAGE 88

Lesson #2– 
DEALING WITH MACRA AND OTHER CMS REGULATIONS

Over 40% of our patients are Medicare age (65 and older), and so a major 
part of our business depends on maintaining a great relationship and a 
state of high compliance with the Centers for Medicare & Medicaid Ser-
vices (CMS) rules and regulations. AdvancedMD provides a great report-
ing platform for tracking demographics, fl agging the relevant patients and 
staying ahead of the reporting curve for all government compliance.

The math is very simple. Each year Medicare applies larger and larger 
penalties to practices who do not comply with their Meaningful Use, PQRS, 
MACRA and now MIPS reporting requirements. That can add up to a 
hefty penalty for a practice of our size so we take the responsibility seri-
ously. AdvancedMD helps us a lot in that process. 

Lesson #3– 
INTERACT WITH PATIENTS ON MULTIPLE PLATFORMS

When we opened in 2012, none of the PM systems we evaluated included 
online scheduling or reputation management. But as those capabilities became 
available, we determined that with patients doing more and more online, it 
made sense for us to add an online scheduling system. We looked at an out-
side service, for which we would pay a monthly fee, which we used but weren’t 
keen on adopting long-term. We were pleased to learn that the same vendor, 
AdvancedMD, had integrated an online scheduling feature which we turned 
on as part of our patient portal. Appointments now go directly to the doc-
tors only on our site, without sharing our patient demographics with a third 
party as it happens with outside scheduling services.  

While the actual percentage of our patients who schedule appointments 
online is small, this capability has turned out to be a fantastic addition to 
the growth of our practice. Patients make appointments outside of offi  ce 
hours, at their convenience, even at 1 o’clock in the morning, and we see 
the number of patients doing so increase month by month. But for patients 
who are most comfortable calling us for an appointment during offi  ce hours 
that option will always be available. 

In June of this year alone, 330 visits were scheduled online, freeing our 
offi  ce staff  to focus on those patients who needed assistance with schedul-
ing, prescriptions or questions via the telephone or in person. It’s exciting 
for us to see that certain segments of our patient population are attracted to 
the convenience of this technology. Also, being able to message securely 

with the practice is another feature of the online scheduling software that 
appeals to these patients. 

Lesson #4– 
KNOW WHERE YOU STAND 

As is the case with many medical practices, we acquire new patients primar-
ily from existing patient referrals, referring physicians and insurance plans. 
Therefore, we decided not to invest heavily in outreach such as email news-
letters; health care consumers are already bombarded with too many unso-
licited emails. However, we know that an unhappy patient is most likely to 
share negative experience with others — in private and online. 

It makes sense to always check with patients on their experience and 
reach out to resolve any problems. And we wanted to be sure that our good 
work was being refl ected in our online reviews in equal proportion to the 
occasional thing we didn’t get right. Reputation management software 
helps us do that on a large scale, both easily and elegantly.

The reputation management feature from AdvancedMD allows patients 
to interface with Google Reviews. We then can push positive reviews out to 
Facebook (and we hope to other sites like Health Grades, Vitals and Yelp! in 
the future), an important part of maintaining our reputation and expanding 
our practice. In addition, by logging into our AdvancedMD dashboard, I can 
easily see that we’ve had 183 reviews in the past seven days, 158 of them with 
fi ve stars. I can also dig in to see what feedback was provided by the patients, 
and can aggregate reviews by category, such as by offi  ce or practitioner. Any 
negative reviews are fl agged so we can reach out and try to do better. 

Lesson #5 – 
STAY AHEAD OF THE TECHNOLOGY CURVE

I am exceedingly proud that our practice is growing in a sensible way 
and, without venture capital funding, has become a real contender in a 
very competitive environment. We absolutely would not be able to under-
stand and expand our business in this manner without the integrated 
technology platform around which we’ve built it. But we know we can 
take nothing for granted, nor can we rest on our successes. The future of 
medicine is being able to provide the best services to our patients, and to 
adapt as necessary to do even better on their behalf. Employing the new-
est technologies will play a major role in ensuring positive outcomes, for 
our patients and for PDP. e
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in dermatology was $238,000, which 
is lower than the average $335,000 
aw a rded to  ot her 
specialties. 

Safeguarding against 
liability comes down to 
communication, using 
best practices and fol-
lowing guidelines, said Brandon L. 
Adler, M.D., an author of the JAMA 
Dermatology study.

“A huge amount of liability revolves 
around miscommunication and some-
times lack of real in-depth conversations 
to ensure that everyone is on the same 

page,” Dr. Adler said.
Patients tend not to sue when 

they perceive their doctors to be 
communicative, caring and hon-
est, said  Ronald S. Litman, D.O., 

an anesthesiologist who has pre-
sented and published on how the 

communication skills 
of physicians can make 
or break a malpractice 
claim risk. 

Even great doctors 
who don’t have those 
skills risk lawsuits, he said.

“I used to work with a pediatric car-
diac surgeon who was a brilliant surgeon 
and pioneered many diff erent proce-
dures to help children, but he had such 
a bad bedside manner that when com-
plications occurred he shut down and 
didn’t communicate with parents. He 
ended up getting sued often because that 
was the only way parents could really 
fi nd out the details about what actu-
ally happened to their children,” said 
Dr. Litman, who is medical director at 
the Institute for Safe Medication Prac-
tices, a nonprofi t organization devoted 
to preventing medication errors. 

Part of good communications is 
acknowledging and apologizing when 

things go wrong. The apology is more 
to reassure the patient — not to assign 
blame, Dr. Wolverton said. Most states 
have apology laws to protect physicians 
who say they’re sorry, he said. 

“The law basically says that if you 
apologize, that apology can’t be used 
against you in court, but it doesn’t mean 
you’re risk-free. If you’re going to apol-
ogize about a complication, fi rst check 
with your lawyer or your malpractice 
insurance,” Dr. Wolverton said. 

“All physicians should familiarize 
themselves with areas of potential risk 
and avoid medico-legal pitfalls,” Dr. 
Wolverton and colleagues wrote in the 
December 2016 issue of the American 
Journal of Clinical Dermatology. The 
authors published a two-part series 
addressing the medico-legal ques-
tions that apply to most practitioners.

The risk of a malpractice suit should 
be put into perspective, Dr. Wolver-
ton said. 

“If someone practices with the ongo-
ing fear of something that’s very likely 
to occur, you take away the joy of med-
icine. You can’t just focus on risk,” he 
said. “Good communication, good doc-
umentation, good relationships are prob-
ably collectively the best malpractice-
risk prevention.”e
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frequently today than in previous years.
Researchers writing in the February 

issue of JAMA Dermatology found that 
fewer medical liability claims were fi led 
between 1991 and 2015 against der-
matologists as compared to 27 other 
specialties. 

Most medical malpractice claims are 
abandoned. Of 90,743 closed malprac-
tice claims that were analyzed in the 
JAMA Dermatology study, only 1.2% 
were against dermatologists and of those, 
nearly 70% were abandoned, withdrawn 
or dismissed. Between 2006 and 2015, 
trial verdicts favoring der-
matology defendants 
exceeded trial verdicts 
for patients by a factor 
of seven.

The average payout 
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Of 90,743 claims cited 
in one study, 70% 
were abandoned.

The average pay-
out in dermatology 
is $238,000 which 

is comparable to the 
national norm.

Patients tend not to 
sue “friendly” doctors.

Quick TAKES

ELECTRONIC MEDICAL RECORDS

Precise documentation is important. Copying and past-
ing information in an electronic medical record (EMR) 
spells trouble and can lead to multiple mistakes, Dr. Wolver-
ton said. Follow-up with patients who cancel or don’t show 
to make sure they’re up-to-date on needed monitoring for 
medications, in compliance with medications and more. 

CONTINUING MEDICAL EDUCATION

There is no doubt, Dr. Wolverton says, that staying up-to-
date on individual states CME requirements can have some 
value in medical legal risk reduction. 

MALPRACTICE LAWSUIT

If served with a notice or complaint, do not try to contact the 
patient, don’t change your records — either written or elec-
tronic. 

PATIENT HEALTH INFORMATION

Informed consent is a discussion, not just a signature, Dr. 
Wolverton said. “The communication — not the signature  —   
is the key. The witness signature is commonly misunderstood. 
It is to say the patient is competent. It’s not saying that they 
have understood all the risks and benefi ts.” But common 
and serious risks need to be discussed.

TRAIN YOUR STAFF

Your staff should be organized, hospitable and competent. 
They should know when to report diffi cult patient encoun-
ters to the physician. And when these encounters do occur, 
it shoudl be documented in writing. 

TAKE GOOD NOTES

Problems or inconsistencies in medical records can make 
or break a case. Notes should be clear, concise regarding 
diagnosis and the care plan. If possible, explain why certain 
diagnoses were excluded.

ELECTRONIC MEDICAL RECORDS

The chance of medical errors are high due to potentially 
incorrect or outdated information. As a rule, be careful with 
the copy and paste function in EMRs. 

 REDUCING RISK OF A LAWSUIT

CHECKLIST: 

MINIMIZE 

LIABILITY
 

RISK

PG. 107

Even when cases settle, the case will be recorded indefi nitely on the 
National Practitioner Data Bank site of the U.S. Department of Health 
and Human Services. The site records medical malpractice payments 
and adverse actions against healthcare practitioners and suppliers.  
It also includes written rebuttals by physicians.

T H E  N A T I O N A L  P R A C T I T I O N E R  D A T A  B A N K

Dr. Adler

Dr. Litman
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I know there wasn’t a chance that her alleged improvement had anything 
to do with the steroid injections; rather, it had to do with the power of being 
seen by a doctor and being cared for.”
— Anna Sarno Ryan, M.D.

As I came to understand the nature of the 
lives of the people in these villages, it was so 
understandable that the women would all have 
backaches — they do back-breaking work every 
day. I’ve never prescribed an antihelminthic 
drug and by the end of the fi ve days, I was dis-
pensing albendazole to children. Gone was the 
initial fear around missing something. Enter the 
purity of discovering:  What does this person 
need that I can provide? What do I have avail-
able to me? And, with what can I be creative to 
meet his/her needs?

HARD AS ROCK KELOIDS

And then, of course, there were dermatologi-
cal conditions we saw with regularity. Head lice 
was rampant, scabies was not uncommon, nei-
ther was eczema/pityriasis alba. And every adult 
woman had thickened, deeply cracked heels. I 
saw many young children with dirt overlying a 
toenail, which was likely due to some trauma, but 
it was impossible to know. There were a num-
ber of abdominal patterned scars obtained from 
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experience in India. 
One of the greatest gifts I received in provid-

ing medical care under WE, was in rediscover-
ing the purity of the doctor-patient relationship. 

The only other time I recall an experience 
like this was in my training as a medical student, 
not as a physician bogged down with worry 
about malpractice or charting to satisfy the hun-
gry ghosts of medical record keeping and billing.  

Patient-doctor connections like this must be 
preserved, says Patch Adams, M.D., and his 
partner Susan Parenti, M.D., founders of the 
School for Designing a Society.  I had the pleas-
ure of meeting and working with Drs. Adam and 
Parenti who are passionate about what they call 
“the sweet,” which is that irreducible kernel of 
patient-doctor connection. It must  be preserved.

In medicine, the doctor-patient relationship 
is a challenge to maintain in today’s hairball of a 
healthcare system. Dr. Adams says that among 
the ways to improve our healthcare system is 
to do away with malpractice insurance (which 
is a reach, I know, but wouldn’t it be amazing 
to untether from the energy of malpractice?). I 

think most of us would welcome meaningful tort 
reform at minimum.

But, back in India, the joy of simply taking 
good care of a patient was a blessed experience.

DAY ONE

I was here as a dermatologist to treat skin, but as 
far as the patients were concerned, I was here as 
a doctor — an actual doctor they wouldn’t oth-
erwise be able to see with any kind of regularity. 

My first patient was an adult woman with 
backache and headache. I was taken aback since 
this was not my fi eld. What could I miss? Did 
I remember how to examine for that? Could 
I ask questions with my translator efficiently 
and eff ectively to ascertain the exact history I 
needed? Did she hit her head? Could she have 
a subdural? Could I actually help this woman? 
What about time constraints? Am I pulling my 
weight?

The local general medicine physicians from 
the clinic provided invaluable information. Chil-
dren complaining of stomach aches? Automatic 
assumption of GI worms — so treat. 
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~WE Charity established a clinic in a private school in rural India where 
seven physicians, three physician assistants and three medical assistants 
from throughout the United States joined a clinic team on the ground.
Photo courtesy of Dr. Sarno.

~Julie Neville, M.D., of Cheyenne Skin Clinic in Cheyenne, Wyoming, was one 
of seven physicians who traveled to India this year with WE Charity.
Photo courtesy of Dr. Sarno.
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} WE: Trip impacts care at home FROM PAGE 96

physicians, we fall deeper into a healthcare system that demands we spend 
more time spinning our wheels on meaningless tasks as we fall further from 
‘the sweet.’ We are being robbed of our greatest gift to our patients — our 
humanity, time and presence. 

BASIC HEALTH NECESSITIES

We provided basic healthcare services, such as lessons in oral health. We 
taught children how to swish and spit a fl uoride rinse, which was hyster-
ical as we watched the trepidation on their faces melt away and turn into 
surprised delight, followed by our cheering. But it was discouraging to see 
the extent of dental problems that needed attention, and, as far as I knew, 
access to a dentist was near impossible. I saw several children with tooth 
pain and sometimes excavated areas within a molar, but I felt helpless in 
these scenarios. 

Basic health education was a big need in the rural areas. WE set up an 
educational program with stations for children who watched a puppet show 
about basic hygiene, such as hand washing. By the time they saw us, they 
had a basic understanding of what to expect in a doctor’s visit.

CULTURAL IMMERSION

One of the many wonderful and educational aspects of WE, was its les-
sons in local culture. We were off ered an opportunity to spend a day in the 
life of a family in their home where we watched the family matriarch cook. 
We helped her with her chores, such as walking to a well for water, pump-
ing water into jars, walking home with the urns on our heads, feeding live-
stock, and we helped in making repairs by reinforcing the walls of houses 
with a mixture of mud and cow dung.

We rode on camels to the local temple where we fed sacred catfi sh, learned 
how to tie dye, learned an Indian dance and made samosas. On our fi nal 
evening, we wore handmaid Indian garb especially made for us, and we par-
ticipated in an Indian feast, complete with a ceremony that included a pro-
cessional march with music and dance.

LONG-LASTING IMPACT

Although the trip to India feels like it was a lifetime 
ago, there are ways in which its impact has stayed with 
me. Rarely does a day go by in which I don’t think 
about drinking water — how easily accessible it is here 
at home and how we use it without a second thought.

It was enlightening and encouraging to hear about 
ways in which the government was supporting girls 
and women. Girls are provided free lunch through 
12th grade versus eighth grade for boys. Women are 
given the same guaranteed 100 days of work with 
funds directly deposited into bank accounts. One 
of the many things that the WE program is doing in 
Rajasthan is establishing WE schools with separate 
bathrooms for boys and girls. Another is installing 
smokeless chimney chutes to minimize the retention 
of smoke from cooking.

Many of my appreciations for this opportunity 
to practice medicine in India are deeply personal. I 
am most grateful to WE for this trip, which has rein-
forced in me a passion for medicine. 

What was not lost in India, was the fundamental 
necessity for care in healthcare.e
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~Many of the patients Dr. Sarno saw had complex medical conditions, 
including headaches and joint pain likely caused by the strain of daily physi-
cal labor. Dr. Sarno and physicians got an opportunity to walk in the shoes of 
their patients by carrying their own water as shown in this photo. 
Photo courtesy of Dr. Sarno.

The WE Charity was founded more than 20 years ago 

by brothers Craig and Marc Kielburger as a charity 

designed to support communities in need throughout 

the world.

Formerly known as Free the Children, Craig Kielburg-

er was only 12 years old when he began the program. 

It has since grown to become an international force for 

good. WE has teams in Asia, Africa and Latin America, 

has provided more than 1 million people with clean water and built 1,000 

schools overseas. The organization includes a number of programs, includ-

ing Passion to Heal — a program that provides dermatology and ophthal-

mology care to rural communities in Kenya and India where specialized 

care remains out of reach in rural communities.

“Without expertise in dermatology or ophthalmology, doctors struggle to 

treat and diagnose skin and eye conditions, which are widespread across 

many rural communities. A 1999 study found that 32.4% of children screened 

in rural Kenya suffered from skin disease,” according to the WE website.

Passion to Heal is supported by Valeant Pharmaceuticals. Visit WE at WE.org.

ABOUT WE
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CASTLE ROCK, COLORADO
General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

COLORADO
Mohs Surgeon Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com
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$1(yes $1)
Affluent Newport Beach community

Unique opportunity for the right person
Call: DR. LAUBER

949-646-9098

We Buy Practices

t Retiring

t Monetization of your practice

t Locking in your value now

t Succession planning

t Sell all or part of your practice

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

email WeBuy@MyDermGroup.com
www.MyDermGroup.com

Expert Services for:

Buying or Selling a Practice

Practice Appraisal

Practice Financing

Partner Buy-in or Buy-out
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Call for a Free Consultation

(800) 416-2055
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Joanna Shippoli
Account Manager

440-891-2615

Joanna.Shippoli@ubm.com

CAREERS
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CONNECTICUT

CLINTON, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

WATERBURY, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

SONOMA, CALIFORNIA
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 
www.MyDermGroup.com

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
www.MyDermGroup.com
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www.MyDermGroup.com
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PUNTA GORDA/PORT CHARLOTTE, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or
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General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or
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crystal.knowles@leavittmgt.com
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NEW JERSEY

Excellent opportunity for F/T P/T BC/
BE Dermatologist and Fellowship 
trained Mohs Surgeon. Join us at 
Palm Beach Dermatology, a well-es-
tablished, unique physician owned 
growing practice.

Among our physicians, we have cre-
ated a source of referrals by both 
patients and physicians in the com-
munities that we have served for 
over 30 years. We offer a very com-
petitive salary & excellent benefits. 
If you are motivated, driven, and 
seeking a great work/life balance, 
please send your confidential CV to 

afssk6894@aol.com

palmbeachdermatology.com

WHITE PLAINS, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

BOSTON, MASSACHUSETTS
Excellent opportunity for a FT dermatologist 
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(866) 488-8100 or www.MyDermGroup.com
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www.MyDermGroup.com
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WASHINGTON, DC
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-8100 or 
www.MyDermGroup.com
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A  Revision launches DEJ eye 
and face reams
Revision Skincare’s new DEJ CREAMS will be availa-

ble for purchase via authorized skincare profes-

sionals nationwide and on RevisionSkincare.com 

in August.

DEJ eye and face creams’ unique feature is in the 

pathway technology and prebiotics to promote 

long-term skin health. 

The eye cream addresses the appearance of 

dark circles and puffi ness around the eyes and 

the upper eyelids to improve the appearance 

of eyelid hooding, while reducing the appear-

ance of crow’s feet, sagging skin, and crepiness. 

In clinical trials, patients reported fi rmer, smooth-

er and lifted skin around the eyes. Revision says 

the advanced, all-in-one eye treatment is clini-

cally-proven to improve the visible signs of aging 

around the eye area including the eyelid in as 

early as four weeks. 

DEJ face cream is a skin-renewing moisturizer 

with a lightweight feel that addresses visible signs 

of aging, including sagging and thinning skin, 

crepiness, fi ne lines and wrinkles, uneven skin 

tone and redness. It is clinically shown to create 

the appearance of fi rmer, more lifted and bright-

er skin, with results seen in as early as four weeks, 

Revision says.

FOR MORE INFORMATION: RevisionSkincare.com

B  Poly-Go LED therapy
UVBioTek has launched POLY-GO, a hand-held LED 

light therapy device designed to treat acne, wrin-

kles, hyperpigmentation, under-eye bags, col-

lagen depletion issues, and even pain, swelling, 

and redness.

POLY Go, like the clinical and spa version POLY, 

offers the option to change light heads to 

address several conditions for a variety of cli-

ent needs. It comes with a mobile app “My Poly” 

which is designed to guidee users through the 

process of treatment.

UVBioTek developed POLY Go to meet the 

demand for LED home use products.

Since 1994, UVBioTek has manufactured clinical 

and home phototherapy treatment systems for 

psoriasis, eczema and vitiligo.

 FOR MORE INFORMATION: MyPolyLED.com

C  Neova’s clinical recovery 
cream
In August, NEOVA SMARTSKINCARE announced the 

September launch of the NEOVA Clinical Recov-

ery product line of six products. The products 

are designed to calm, sooth, hydrate and pro-

tect the skin post microdermabrasion, laser resur-

facing, chemical peels and laser hair remov-

al treatments. They have been shown to facili-

tate healing, decrease risk of adverse events from 

the treatment, aid in optimal skin recovery and 

reduce downtime.

The products are based on a Copper Peptide 

Complex derived from more than 20 years of sci-

entifi c research in cellular regeneration.

Research has shown that copper peptide treat-

ments within two hours of a procedure can 

reduce redness and infl ammation without corti-

costeroids. 

“When skin is damaged, copper is released by 

the body to come to its aid as the wound healing 

process is activated. Essentially, copper signals 

the repair process to begin. Studies document its 

benefi t when used in a wide variety of wounds, 

including surgical, post-laser, and even burns. 

Moreover, cellular pathways involved in dermal 

repair and skin regeneration are disrupted when 

skin is damaged. This delays healing and may 

result in excessive infl ammation and scarring,” 

the company stated in a news release.

The Copper Peptide Complex formulas work by 

calming cross-talk between cellular pathways 

which, in turn, repairs and restores skin. It enhanc-

es the wound healing process and stimulates skin 

renewal. Copper supports more than a dozen 

vital healing enzymes of the skin, including those 

involved in tissue formation, antioxidant defense 

and cellular respiration. 

The six new products with Copper Peptide Com-

plex include:

Clinical Recovery Cu3 Gentle Cleanser. Cream-

to-foaming Copper Tri-Peptide skin balancing 

wash. It helps in maintaining  moisture, but while 

removing oil and environmental contaminants.

Clinical Recovery Cu3 Recovery Lotion Comfort 

Formula is a mid-weight, recuperative lotion, with 

Copper Tri-Peptides. It locks in moisture and pro-

tects stressed, compromised skin. Copper Tri-Pep-

tides consist of an air and water tight  petrolatum 

base that promotes regeneration while maintain-

ing a moist wound-healing environment, thereby 

discouraging scabs from forming. 

Clinical Recovery Cu3 Lip Repair is an occlu-

sive petrolatum base with Copper Peptide Com-

plex. It seals in moisture and protects against the 

effects of sun, cold and wind exposure that can 

damage lips. It provides  lip protection both dur-

ing and after procedures and it can also be used 

for daily conditioning.

Clinical Recovery Cu3 Recovery Spray Rehabil-

itating Mist deposits Copper Tri-Peptide droplets 

on skin to relieve the tightness and dryness that 

can occur after a procedure. The spray aids in 

recovery with Retinol and concentrated micronu-

trients that include bilberry, orange, lemon and 

green tea leaf extracts. 

Clinical Recovery Cu3 Transforming Gel Recov-

ery Mask is a clinical strength hydrating gel 

designed to calm and renew distressed, sun-

burned or jet-lagged skin. The calming gel deliv-

ers Copper Tri-Peptide while the mask is designed 

to counteract skin laxity, loss of fi rmness and skin 

dehydration.

Clinical Recovery Cu3 Tissue Repair Recovery 

Cream includes copper tri-peptides and a sooth-

ing, occlusive petrolatum base that is designed 

to promote natural regeneration in a moist 

wound-healing environment.

FOR MORE INFORMATION: Neova.com

 PRINTED IN

U.S.A.

new products

B CA

http://www.dermatologytimes.com/
http://www.copyright.com
mailto:Jillyn.Frommer@ubm.com
https://revisionskincare.com/
https://revisionskincare.com/
https://www.mypolyled.com/
https://www.mypolyled.com/
https://www.neova.com/
https://www.neova.com/
https://www.ammonline.org/
https://www.bpaww.com/bpaww/


http://www.dermatologytimes.com/
http://www.dermatologytimes.com/


http://ortho-dermatologics.com/


http://www.onexton.com/


http://www.dermatologytimes.com/
https://www.ubm.com/global-reach/ubm-americas


http://www.retinamicro.com/


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

This Brief Summary does not include all the information needed to use RETIN-A MICRO safely 
and effectively. See full prescribing information for RETIN-A MICRO.

RETIN-A MICRO® (tretinoin) gel microsphere, 0.1%, 0.08%, 0.06% and 0.04%, for topical use 
Initial U.S. Approval: 1971

INDICATIONS AND USAGE
Retin-A Micro® is a retinoid indicated for topical application in the treatment of acne vulgaris.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Local Irritation
The skin of certain individuals may become excessively dry, red, swollen, or blistered.

Tretinoin has been reported to cause severe irritation on eczematous skin and should be used with 
utmost caution in patients with this condition.

If the degree of irritation warrants, patients should be directed to temporarily reduce the amount or 
frequency of application of the medication, discontinue use temporarily, or discontinue use all together. 
Efficacy at reduced frequencies of application has not been established. If a reaction suggesting 
sensitivity occurs, use of the medication should be discontinued.

To help limit skin irritation, patients must

• wash the treated skin gently, using a mild, non-medicated soap, and pat it dry, and

• avoid washing the treated skin too often or scrubbing it hard when washing.

Patients should apply a topical moisturizer if dryness is bothersome.

Exposure to Ultraviolet Light or Weather Extremes
Unprotected exposure to sunlight, including sunlamps (UV light) should be avoided or minimized during 
the use of Retin-A Micro and patients with sunburn should be advised not to use the product until fully 
recovered because of heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have extended periods of UV exposure (e.g., due to occupation or sports), or 
those with inherent sensitivity to the sun, or those using medications that cause photosensitivity, should 
exercise particular caution. Use of sunscreen products (SPF 15 or higher) and protective clothing over 
treated areas are recommended when exposure cannot be avoided [see Nonclinical Toxicology].

Weather extremes, such as wind or cold, also may be irritating to tretinoin-treated skin.

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 practice.

Clinical Trials in Subjects with Acne
In separate clinical trials for each concentration, acne subjects treated with Retin-A Micro (tretinoin) Gel 
microsphere, 0.1% or 0.04%, over the twelve-week period showed that cutaneous irritation scores for 
erythema, peeling, dryness, burning/stinging, or itching peaked during the initial two weeks of therapy, 
decreasing thereafter.

Approximately half of the subjects treated with Retin-A Micro, 0.04%, had cutaneous irritation at  
Week 2. Of those subjects who did experience cutaneous side effects, most had signs or symptoms that 
were mild in severity (severity was ranked on a 4-point ordinal scale: 0=none, 1=mild, 2=moderate, 
and 3=severe). Less than 10% of patients experienced moderate cutaneous irritation and there was no 
severe irritation at Week 2.

In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.04%, throughout the treatment period the majority 
of subjects experienced some degree of irritation (mild, moderate, or severe) with 1% (2/225) of subjects 
having scores indicative of a severe irritation; 1.3% (3/225) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.04%, discontinued treatment due to irritation, which included dryness in 
one patient and peeling and urticaria in another.

In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, no more than 3% of subjects had cutaneous 
irritation scores indicative of severe irritation; 6% (14/224) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.1%, discontinued treatment due to irritation. Of these 14 subjects, four had 
severe irritation after 3 to 5 days of treatment, with blistering in one subject.

In a double-blind trial with 156 acne subjects comparing 12 weeks of treatment with Retin-A Micro 
(tretinoin) Gel, 0.04% or 0.1%, (78 subjects each group), the most frequently reported adverse events 
affected the skin and subcutaneous tissue (15.4% in the 0.04% group, and 20.5% in the 0.1% group). 
The most prevalent of the dermatologic adverse events in the 0.04% group was skin irritation (6.4%); 
and in the 0.1% group skin burning (7.7%), erythema (5.1%), skin irritation (3.8%), and dermatitis 
(3.8%). Most adverse events were of mild intensity (63.4%), and 34.4% were moderate. One subject in 
each group had adverse events characterized as severe, neither were dermatologic findings and neither 
was characterized as related to drug by the investigator.

Trials in Subjects without Acne
In a half-face comparison trial conducted for up to 14 days in women with sensitive skin, but without 
acne, Retin-A Micro (tretinoin) Gel microsphere, 0.1%, was statistically less irritating than tretinoin 
cream, 0.1%. In addition, a cumulative 21-day irritation evaluation in subjects with normal skin showed 
that Retin-A Micro (tretinoin) Gel microsphere, 0.1%, had a lower irritation profile than tretinoin cream, 0.1%. 
The clinical significance of these irritation studies for patients with acne is not established. Comparable 
effectiveness of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, and tretinoin cream, 0.1%, has not 
been established. The lower irritancy of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, in subjects 
without acne may be attributable to the properties of its vehicle. The contribution of decreased irritancy 
by the MICROSPONGE System has not been established. No irritation trials have been performed to 
compare Retin-A Micro (tretinoin) Gel microsphere, 0.04%, with either Retin-A Micro (tretinoin) Gel 
microsphere, 0.1%, or tretinoin cream, 0.1%.

Postmarketing Experience
The following adverse reactions have been identified during post-approval use of Retin-A Micro Gel. 
Because these 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. 

Temporary hyper- or hypopigmentation has been reported with repeated application of tretinoin.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Retin-A Micro should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Thirty human cases of temporally associated congenital malformations have been reported during two 
decades of clinical use of tretinoin products. Although no definite pattern of teratogenicity and no causal 
association has been established from these cases, five of the reports describe the rare birth defect 
category holoprosencephaly (defects associated with incomplete midline development of the forebrain). 

The significance of these spontaneous reports in terms of risk to the fetus is not known. 

For purposes of comparison of the animal exposure to systemic human exposure, the MRHD applied 
topically is defined as 1 gram of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, applied daily to a 60 kg 
person (0.017 mg tretinoin/kg body weight).

Pregnant rats were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, at daily dermal doses 
of 0.5 to 1.0 mg/kg/day tretinoin on gestation days 6-15. Alterations were seen in vertebrae and ribs of 
offspring at 5 to 10 times the MRHD based on the body surface area (BSA) comparison.

Pregnant New Zealand White rabbits were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, 
at daily dermal doses of 0.2, 0.5, and 1.0 mg/kg/day tretinoin on gestation days 7-19. Doses were 
administered topically for 24 hours a day while wearing Elizabethan collars to prevent ingestion of the 
drug. Increased incidences of certain alterations, including domed head and hydrocephaly, typical of 
retinoid-induced fetal malformations in this species, were observed at 0.5 and 1.0 mg/kg/day. Similar 
malformations were not observed at 0.2 mg/kg/day, 4 times the MRHD based on BSA comparison. 
Other pregnant rabbits exposed topically for six hours per day to 0.5 or 1.0 mg/kg/day tretinoin while 
restrained in stocks to prevent ingestion, did not show any malformations at doses up to 19 times 
(1.0 mg/kg/day) the MRHD based on BSA comparison, but fetal resorptions were increased at 0.5 mg/kg 
(10 times the MRHD based on BSA comparison).

Oral tretinoin has been shown to cause malformations in rats, mice, rabbits, hamsters, and nonhuman 
primates.

Tretinoin induced fetal malformations in Wistar rats when given orally at doses greater than 1 mg/kg/day 
(10 times the MRHD based on BSA comparison). In the cynomolgus monkey, fetal malformations were 
reported for doses of 10 mg/kg/day but none were observed at 5 mg/kg/day (95 times the MRHD based 
on BSA comparison), although increased skeletal variations were observed at all doses. Dose-related 
increases in embryolethality and abortion also were reported. Similar results have also been reported in 
pigtail macaques.

In oral peri- and postnatal development studies in rats with tretinoin, decreased survival of neonates and 
growth retardation were observed at doses in excess of 2 mg/kg/day (19 times the MRHD based on BSA 
comparison).

Nonteratogenic effects on fetus
Oral tretinoin has been shown to be fetotoxic in rats when administered at doses 24 times the MRHD 
based on BSA comparison.

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

Nursing Mothers
It is not known whether tretinoin and/or its metabolites are excreted in human milk. Because many 
drugs are excreted in human milk, caution should be exercised when Retin-A Micro is administered to a 
nursing woman.

Pediatric Use
Safety and effectiveness in children below the age of 12 have not been established.

Geriatric Use
Safety and effectiveness in a geriatric population have not been established. Clinical trials of Retin-A 
Micro (tretinoin) Gel microsphere, 0.1% and 0.04%, did not include sufficient numbers of subjects aged 
65 and over to determine whether they responded differently from younger subjects.

OVERDOSAGE
Oral ingestion of large amounts of the drug may lead to the same side effects as those associated with 
excessive oral intake of Vitamin A.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Dermal carcinogenicity testing has not been performed with Retin-A Micro (tretinoin) Gel microsphere, 
0.1%, 0.08%, 0.06% or 0.04%.

In a 91-week dermal study in which CD-1 mice were administered 0.017% and 0.035% formulations 
of tretinoin, cutaneous squamous cell carcinomas and papillomas in the treatment area were observed 
in some female mice. These concentrations are near the tretinoin concentration of the 0.04% and 0.1% 
clinical formulations. A dose-related incidence of liver tumors in male mice was observed at those 
same doses. The maximum systemic doses associated with the administered 0.017% and 0.035% 
formulations are 0.5 and 1.0 mg/kg/day tretinoin, respectively. These doses are two and four times the 
MRHD based on BSA comparison.

The biological significance of these findings is not clear because they occurred at doses that exceeded 
the dermal maximally tolerated dose of tretinoin and because they were within the background natural 
occurrence rate for these tumors in this strain of mice.

There was no evidence of carcinogenic potential when 0.025 mg/kg/day of tretinoin was administered 
topically to mice (0.1 times the MRHD based on BSA comparison). Studies in hairless albino mice 
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 has been 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 [see Warnings and Precautions].

The genotoxic potential of tretinoin was evaluated in the Ames assay and in the in vivo mouse 
micronucleus assay, both of which were negative.

The components of the microspheres have shown potential for genetic toxicity and fetal malformation. 
EGDMA, a component of the excipient acrylates copolymer, was positive for induction of structural 
chromosomal aberrations in the in vitro chromosomal aberration assay in mammalian cells in the 
absence of metabolic activation, and negative for genetic toxicity in the Ames assay, and the in vivo 
mouse micronucleus assay.

In oral fertility studies in rats with tretinoin, the no-observable effect level was 2 mg/kg/day (19 times the 
MRHD based on BSA comparison).

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Manufactured for:
Valeant Pharmaceuticals North America LLC  
Bridgewater, NJ 08807 USA

By:
Valeant Pharmaceuticals International, Inc. 
Laval, Quebec H7L 4A8, Canada

Retin-A Micro is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates.

Microsponge is a registered trademark of AMCOL International Corporation. Any other product/brand 
names are trademarks of the respective owners.

©Valeant Pharmaceuticals North America LLC
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Topical therapy 
reduces scar 
formation in acne

by Ingrid Torjesen | Staff Correspondent

Facial scarring is frequent in patients with acne, 
especially if acne is not treated early and effectively. 
Atrophic scars, involving loss of tissue, are the most 
frequent type. Treatment for scarring often involves 
invasive procedures, such as laser resurfacing, volu-
mizing fillers, dermabrasion, and excisional tech-
niques, such as punch excision, punch elevation and 
punch replacement, so reducing the occurrence and 
severity of scars is preferable.

Adapalene 0.3%/benzoyl peroxide 2.5% fixed-dose 
combination gel (A0.1/BPO2.5 gel) combines a retinoid 
with benzoyl peroxide, which exhibits potent and 

rapid bacteri-
cidal effect on 
Cutibacterium 
(formerly 
Propioni-

bacterium) 
acnes. Topical 
retinoids 
target multiple 
aspects of acne 
pathophysi-

T
he topical gel adapalene 0.3%/benzoyl peroxide 

2.5% gel (A0.3/BPO2.5) has been found to 

prevent and reduce atrophic scar formation in 

acne, according to a 24-week study published in the 

American Journal of Clinical Dermatology. 1

COMBINATION GEL MAY OFFER AN ALTERNATIVE 

TO RETINOID TREATMENT

ology, including normalizing 
infundibular hyperkeratiniza-
tion and reducing inflamma-
tion, and have a unique class 
action in reducing the forma-
tion of acne precursor lesions 
and limiting the development of 
new lesions. However, although 
there is considerable evidence 
supporting the efficacy of 
topical retinoid treatments 
for primary acne lesions, few 
previous studies have looked at 
their impact on reducing acne 
scars, so researchers set out to 
look at the impact of A0.1/BPO2.5 gel.

The study included 67 patients aged 16–35 years 
with Fitzpatrick skin phototype I–IV who had moder-
ate-to-severe facial acne, and distribution of inflam-
matory and non-inflammatory lesions. Atrophic acne 
scarring on their faces was roughly symmetrical. 

At the start of the study patients had an average of 
approximately 40 acne lesions and 12 scars per half face.  
All patients had an Investigator’s Global Assessment 
(IGA) score of three or four on both sides of their face, at 
least 25 inflammatory lesions with ten or more on each 
side of their face (excluding the nose); and ten or more 
atrophic acne scars greater than 2 mm (for whole face 
excluding the nose). 

The patients, were enrolled at five centers in Canada 

Take AWAYS

The study included 
67 patients between 
16–35 years.

By week 24, half of 
treated patients had 
3.8 fewer scars.

Further studies are 
needed in patients 
with severe acne.

90.1%
Patients were satisfi ed/very 

satisfi ed with the A0.3/BPO2.5 
treatment compared to 59 

treated with vehicle gel.
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and one in France, and were randomized to apply 
A0.3/BPO2.5 on half of their face and the vehicle gel on 
the other half of their face every evening for 24 weeks. 
They were asked to apply two pea-sized amounts per 
half face. None of the patients were using systemic 
therapy. Fifty four (80.6%) of the 67 patients completed 
the study between May 2016 and November 2017. 

The results showed that by week 24, half faces 
treated with A0.3/BPO2.5 had 3.8 fewer scars than half 
faces treated with the vehicle gel – a mean of 9.5 scars 
versus 13.3 respectively. The scar count had fallen by 
15.5% for half faces treated with A0.3/BPO2.5 while 
it had increased by 14.4% for half faces to which the 
vehicle gel was applied, meaning there was an approx-
imate 30% difference in scar count between the two 
treatments.

There was also a 16.5% difference between the 
proportion of half faces treated with A0.3/BPO2.5 and 
the proportion treated with vehicle deemed clear/
almost clear using Scar Global Assessment (SGA) at 24 

weeks;  32.9% of half faces treated with A0.3/BPO2.5 
were considered clear/almost clear compared with 
16.4% of those treated with vehicle gel (p < 0.01).

Reductions in acne lesions were observed for both 
gels, but were far greater for A0.3/BPO2.5. The reduc-
tion in inflammatory lesions with use of A0.3/BPO2.5 
was 86.7% compared with 57.9% for vehicle gel, and 
for non-inflammatory lesions it was 86.7% for A0.3/
BPO2.5 versus 57.9% for vehicle gel. Global improve-
ment of acne occurred with both gels, but significantly 
more subjects were IGA clear/almost clear with A0.3/
BPO2.5 than with vehicle gel at 24 weeks — 64.2% 
compared with 19.4%, a difference of 45%. Improve-
ments in skin roughness and texture were also greater 
with the A0.3/BPO2.5 gel.

Reduction in inflammatory lesion counts and 
percentage IGA clear/almost clear skin at week 12 in 
this study were very similar to reductions observed in a 
previous 12-week phase 3 study, 2 the researchers said.

“By continuing up to 24 weeks in our study, the 
percentage of subjects with clear/almost clear skin 
continued to increase and doubled between week 12 

and week 24 on the A0.3/BPO2.5 side,” said Brigitte 
Dréno, of the University of Nantes, Nantes in France. 
“The progressive incremental increase in efficacy and 
effect on scars observed with A0.3/BPO2.5 over 24 
weeks highlights the importance of a longer duration 
of treatment. In fact, three months may be sufficient 
to observe resolution of the primary acne lesions, but 
the remodeling processes occur slowly, and six months 
may be required to induce significant stimulation 
of the dermal fibroblasts and collagen and clinically 
observe an effect on scars.”

No serious or severe adverse events were reported. 
Treatment-related adverse events were reported by 
20.9% of patients for A0.3/BPO2.5 gel use and 9% for 
vehicle gel, and the most frequent problem was skin 
irritation, particularly during the first few weeks. 
However, by week 24, 44.3% of patients were not both-
ered at all by side effects from A0.3/BPO2.5 and 77.0% 
were not bothered by them with vehicle gel. Only two 
patients dropped out because of adverse events.

The majority of patients (90.1%) said they were satis-
fied or very satisfied with the A0.3/BPO2.5 treatment 
compared with 59.0% for vehicle gel.

Most patients included in the study had moderate 
acne (92.5% IGA 3 at the start), so further studies are 
needed, especially in patients with severe acne “to 
confirm these promising results and evaluate the best 
treatment regimen to further reduce atrophic acne 
scars”, she said. �
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“ALTHOUGH THERE IS CONSIDERABLE EVIDENCE SUPPORTING THE EFFICACY 

OF TOPICAL RETINOID TREATMENTS FOR PRIMARY LESIONS OF ACNE, FEW PREVIOUS 

STUDIES HAVE LOOKED AT THEIR IMPACT ON REDUCING ACNE SCARS 

SO RESEARCHERS SET OUT TO LOOK AT THE IMPACT OF A0.1/BPO2.5 GEL.”
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ACNE SCARRING

patients will be enhanced with 
a better understanding of risk 
factors for severe acne and 
acne scar formation.”

For example, data shows 
autologous platelet rich 
plasma (PRP) accelerates 
wound healing, the authors 
wrote. It improves tissue 
repair by releasing growth 
factors, cytokines, and chemo-
kines. It works well when 
paired with microneedling 
due to the pathway for wounds 
to absorb PRP. When used 
as an intradermal injection and a topical application 
after fractional ablative CO2 therapy, laser-damaged 

skin recovers better and acne scars are less obvious.
Additionally, human-derived cells show promise 

in affecting acne scars. Multipotential mesenchymal 
stem cells (MSC) from umbilical cord blood and from 
adipose cells can promote wound healing and are 
currently being evaluated for safety. �

REFERENCES

Connolly D, Linh Vu H, Mariwalla K, Saedi N, Acne Scarring — Pathogen-
sis, Evaluation, and Treatment Options, The Journal of Clinical and Aes-
thetic Dermatology (2017).

Study examines 
current, emerging 
acne treatments
by Whitney J. Palmer | Staff Correspondent

According to research published in the Journal of 

Clinical and Aesthetic Dermatology, including patients 
in approaches that evaluate scarring types and their 
desired outcomes can yield high patient satisfaction.

Ensure that treatment plans include in-depth 
conversations about patients’ treatment goals, their 
concerns and thoughts about protocols, the authors 
wrote. It’s also critical they understand any possible 
therapy limitations.

“Expectation management is important in 
approaching the discussion of treatment options,” they 
wrote. “Complete resolution of acne scarring is the 
exception rather than the rule. Patients should be well 

informed about the potential risks, including post-pro-
cedure erythema, infection, poor wound healing, 
hyperpigmentation, and paradoxically, scarring.” 

Recent studies  indicate there are new therapies 
to reduce the risk and impact of acne scarring. Dili-
gently employing these protocols will produce the best 
effects.

“Therapy should be maintained until resolution 
of persistent inflammation and control of new lesion 
emergence,” the authors wrote. “Determining at-risk 

F
or the 80% of patients treated for acne vulgaris, 

scarring can be problematic. Atrophic scars are 

most common, but treatment options are available.

Take AWAYS

80% of patients suffer 
from acne scarring.

Treatment options 
should consider 
the stages of 
acne scarring.

If possible, identify 
patients who are 
at-risk for scarring 
before treatment.

“A PATIENT-CENTERED, MULTI-STEP APPROACH THAT TAKES INTO ACCOUNT 

THE TYPE OF ACNE SCARRING AND PATIENT GOALS WILL YIELD THE BEST COSMETIC 

RESULTS AND HIGHEST PATIENT SATISFACTION.”

Connolly D, et al.

Journal of Clinical and Aesthetic Dermatology
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TREATMENT OPTIONS FOR ACNE SCARRING

1.  By using light converted to heat, pulsed dye laser 

destroys blood vessels near the skin’s surface 

to reduce redness. Research shows a 585 no 

flashlamp-pumped pdl decreases redness and 

scarring by 68 percent after one or two treatments 

compared to untreated skin after six weeks. It 

also induces collagen remodeling, improving scar 

appearances.

2.  Lasers for acne scarring treatment use monochro-

matic light to deliver heat, stimulating dermal fibro-

blasts to replace lost collagen and elastin. Lasers 

fall into two categories: ablative and non-ablative.

3.  Traditional ablative lasers are effective in treating 

scar appearance, but they also cause significant 

discomfort, and increased risk of dyspigmenation, 

scarring, and infections with prolonged healing.

4.  The traditional 10,600 nm carbon dioxide laser 

emits infrared light, creating immediate improve-

ment in skin tone, texture, and appearance after 

one treatment. Clinical tests show a 69 percent 

improvement after one month and 75 percent after 

18 months. Additionally, the traditional 2,940 nm 

er:yag laser is less aggressive and is more easily 

absorbed by the water in the skin. It’s comparably 

to the carbon dioxide laser and shows good results 

in patients with pitted facial scars and dark skin 

types —  36 percent excellent improvement and 57 

percent good improvement.

5.  Non-ablative lasers target water in the skin and 

deliver photothermal energy without ablating 

the overlying epidermis. Consequently, patients 

may experience less skin damage and a shorter 

recovery. For example, the 1,064 nm nd: yag laser 

prompts collagen remodeling in the papillary and 

reticular dermis. So far, it’s been shown to be effec-

tive and introduce minimal pigment alterations 

in patients with dark skin types. Atrophic scars 

improvement ranges from 20-30 percent after 

eight sessions.

6.  New therapies, such as picosecond lasers, deliver 

shorter duration, lower energy pulses, leading to 

fewer side effects. One option, picosure® has food 

& drug administration approval to treat tattoos and 

pigmented lesions and improves the appearance 

and texture of atrophic rolling scars.

7.  Another treatment option, dermabrasion to 

remove the epidermis with or without the dermis 

and significantly define scar edges. It’s effective 

for well-defined scars with distinct borders and 

broad-based scars with indistinct borders, but not 

for icepick or deep boxcar scars.

8.  Chemical peels can treat small depressed scars. 

Medium-depth peels result in moderate clinical 

improvement of 51-75 percent clearance, but 

controlling peel depth is difficult.

9.  Microneedling skin pricks eventually lead to 

collagen production, making skin smoother and 

improving rolling acne scars. It’s also advanta-

geous because it keeps the epidermis in tact. Full 

results appear within 8-12 months. This treatment 

option also enables the skin to absorb topical 

agents to improve cosmetic results.

10.  Injectable fillers can bolster soft tissue in soft 

atrophic scars, but they can lead to infection, pain, 

redness, lumps, swelling, and abscesses. Tempo-

rary fillers last a few months, requiring multiple 

treatments. Semi-permanent fillers last up to two 

years, showing significant scar improvement. And, 

permanent fillers can least several years. However, 

no evidence exists on scar improvement impact.

To be effective, therapeutic protocols should consider multiple aspects of scarring. First, consider any erythema, or 

skin redness, and then determine if generalized or individual scars are present. Then, focus on the atrophic scars.

After evaluating your patient, consider these treatment options:
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Are you equipped 
to identify depression 
in your acne patient?

You can alleviate the stress 
for patient who come to see 
you, the study authors wrote.

“As dermatologists, we 
are trained in managing 
acne. We can provide early 
and effective treatment that 
improves the physical and 
psychological effects,” the 
authors wrote. “It is up to us to 
bridge the gap between those 
suffering from acne and their 
access to medical treatment.”

Still, be prepared for up to 
half being unable to follow 
treatment plans due to finan-
cial reasons, the authors 
wrote.

ASSESSING ACNE VULGARIS

According to the literature review of 13 studies on acne 
vulgaris and self-esteem from 11 countries, nearly 
90 percent of patients report feeling embarrassed by 
the condition. The earlier acne vulgaris shows up, the 
younger the age at which a patient will begin to report 
self-esteem and self-image problems. However, older 
adults aren’t immune to the societal implications of 
acne.

Middle school children are among the hardest hit 
with decreased self-esteem. Not only are they already 
dealing with changing hormones, but this age group 
is also prone to finding and latching on to reasons to 
socially isolate and reject someone. In fact, the authors 
report, moderate-to-severe acne vulgaris in this age 
group is linked to higher incidences of bullying and 

by Whitney J. Palmer | Staff Correspondent

In the United States, approximately 85 percent 
of adolescents and two-thirds of adults over age 18 
struggle with acne vulgaris. It’s presence, according 
to a literature review published in the International 

Journal of Women’s Dermatology, is associated with 
higher rates of depression, anxiety, social isolation, 
suicidal ideation, and suicide attempts. While women 
and individuals with severe acne vulgaris are most 
commonly affected, it can have significant negative 
impacts on anyone.

Of the affected group, 70-80 percent use self-pre-
scribed topical treatments, but only between 5-28 
percent seek care from a dermatologist. Patients with 
moderate-to-severe acne vulgaris (approximately 61 
percent of them ) are more likely to pursue medical 
intervention. Overall, individuals with AV take an 
average of 22.2 months to see a professional.

O
f all dermatological conditions, acne vulgaris 

is the most common. While its outward 

affects are easily noticeable, the internal 

ones — reduced self-esteem, decreased self-image, and 

increased anxiety — often go undiagnosed. As a derma-

tologist, though, you can help reverse those effects.

Take AWAYS

Acne vulgaris is associ-
ated with higher rates 
of depression, anxiety, 
social isolation, 
suicidal ideation, and 
suicide attempts.

90 percent of 
patients report feeling 
embarrassed by 
the condition.

Early onset of acne 
vulgaris is associated 
with longer lasting 
low self-esteem.

“EFFECTIVE TREATMENT IMPROVES 

PATIENTS’ SELF-ESTEEM, AND, AS 

DERMATOLOGISTS, WE HAVE AN 

ARMAMENTARIUM OF TREATMENT 

OPTIONS TO IMPROVE ACE VULGARIS.”

Gallitano SM, et al.

International Journal of Women’s Dermatology
Depression CONTINUED ON PAGE 11
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 

This Brief Summary does not include all the information needed to use RETIN-A MICRO safely 
and effectively. See full prescribing information for RETIN-A MICRO.

RETIN-A MICRO® (tretinoin) gel microsphere, 0.1%, 0.08%, 0.06% and 0.04%, for topical use 
Initial U.S. Approval: 1971

INDICATIONS AND USAGE
Retin-A Micro® is a retinoid indicated for topical application in the treatment of acne vulgaris.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Local Irritation
The skin of certain individuals may become excessively dry, red, swollen, or blistered.

Tretinoin has been reported to cause severe irritation on eczematous skin and should be used with 
utmost caution in patients with this condition.

If the degree of irritation warrants, patients should be directed to temporarily reduce the amount or 
frequency of application of the medication, discontinue use temporarily, or discontinue use all together. 
Efficacy at reduced frequencies of application has not been established. If a reaction suggesting 
sensitivity occurs, use of the medication should be discontinued.

To help limit skin irritation, patients must

• wash the treated skin gently, using a mild, non-medicated soap, and pat it dry, and

• avoid washing the treated skin too often or scrubbing it hard when washing.

Patients should apply a topical moisturizer if dryness is bothersome.

Exposure to Ultraviolet Light or Weather Extremes
Unprotected exposure to sunlight, including sunlamps (UV light) should be avoided or minimized during 
the use of Retin-A Micro and patients with sunburn should be advised not to use the product until fully 
recovered because of heightened susceptibility to sunlight as a result of the use of tretinoin. Patients 
who may be required to have extended periods of UV exposure (e.g., due to occupation or sports), or 
those with inherent sensitivity to the sun, or those using medications that cause photosensitivity, should 
exercise particular caution. Use of sunscreen products (SPF 15 or higher) and protective clothing over 
treated areas are recommended when exposure cannot be avoided [see Nonclinical Toxicology].

Weather extremes, such as wind or cold, also may be irritating to tretinoin-treated skin.

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 practice.

Clinical Trials in Subjects with Acne
In separate clinical trials for each concentration, acne subjects treated with Retin-A Micro (tretinoin) Gel 
microsphere, 0.1% or 0.04%, over the twelve-week period showed that cutaneous irritation scores for 
erythema, peeling, dryness, burning/stinging, or itching peaked during the initial two weeks of therapy, 
decreasing thereafter.

Approximately half of the subjects treated with Retin-A Micro, 0.04%, had cutaneous irritation at  
Week 2. Of those subjects who did experience cutaneous side effects, most had signs or symptoms that 
were mild in severity (severity was ranked on a 4-point ordinal scale: 0=none, 1=mild, 2=moderate, 
and 3=severe). Less than 10% of patients experienced moderate cutaneous irritation and there was no 
severe irritation at Week 2.

In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.04%, throughout the treatment period the majority 
of subjects experienced some degree of irritation (mild, moderate, or severe) with 1% (2/225) of subjects 
having scores indicative of a severe irritation; 1.3% (3/225) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.04%, discontinued treatment due to irritation, which included dryness in 
one patient and peeling and urticaria in another.

In trials of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, no more than 3% of subjects had cutaneous 
irritation scores indicative of severe irritation; 6% (14/224) of subjects treated with Retin-A Micro 
(tretinoin) Gel microsphere, 0.1%, discontinued treatment due to irritation. Of these 14 subjects, four had 
severe irritation after 3 to 5 days of treatment, with blistering in one subject.

In a double-blind trial with 156 acne subjects comparing 12 weeks of treatment with Retin-A Micro 
(tretinoin) Gel, 0.04% or 0.1%, (78 subjects each group), the most frequently reported adverse events 
affected the skin and subcutaneous tissue (15.4% in the 0.04% group, and 20.5% in the 0.1% group). 
The most prevalent of the dermatologic adverse events in the 0.04% group was skin irritation (6.4%); 
and in the 0.1% group skin burning (7.7%), erythema (5.1%), skin irritation (3.8%), and dermatitis 
(3.8%). Most adverse events were of mild intensity (63.4%), and 34.4% were moderate. One subject in 
each group had adverse events characterized as severe, neither were dermatologic findings and neither 
was characterized as related to drug by the investigator.

Trials in Subjects without Acne
In a half-face comparison trial conducted for up to 14 days in women with sensitive skin, but without 
acne, Retin-A Micro (tretinoin) Gel microsphere, 0.1%, was statistically less irritating than tretinoin 
cream, 0.1%. In addition, a cumulative 21-day irritation evaluation in subjects with normal skin showed 
that Retin-A Micro (tretinoin) Gel microsphere, 0.1%, had a lower irritation profile than tretinoin cream, 0.1%. 
The clinical significance of these irritation studies for patients with acne is not established. Comparable 
effectiveness of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, and tretinoin cream, 0.1%, has not 
been established. The lower irritancy of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, in subjects 
without acne may be attributable to the properties of its vehicle. The contribution of decreased irritancy 
by the MICROSPONGE System has not been established. No irritation trials have been performed to 
compare Retin-A Micro (tretinoin) Gel microsphere, 0.04%, with either Retin-A Micro (tretinoin) Gel 
microsphere, 0.1%, or tretinoin cream, 0.1%.

Postmarketing Experience
The following adverse reactions have been identified during post-approval use of Retin-A Micro Gel. 
Because these 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. 

Temporary hyper- or hypopigmentation has been reported with repeated application of tretinoin.

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Retin-A Micro should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Thirty human cases of temporally associated congenital malformations have been reported during two 
decades of clinical use of tretinoin products. Although no definite pattern of teratogenicity and no causal 
association has been established from these cases, five of the reports describe the rare birth defect 
category holoprosencephaly (defects associated with incomplete midline development of the forebrain). 

The significance of these spontaneous reports in terms of risk to the fetus is not known. 

For purposes of comparison of the animal exposure to systemic human exposure, the MRHD applied 
topically is defined as 1 gram of Retin-A Micro (tretinoin) Gel microsphere, 0.1%, applied daily to a 60 kg 
person (0.017 mg tretinoin/kg body weight).

Pregnant rats were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, at daily dermal doses 
of 0.5 to 1.0 mg/kg/day tretinoin on gestation days 6-15. Alterations were seen in vertebrae and ribs of 
offspring at 5 to 10 times the MRHD based on the body surface area (BSA) comparison.

Pregnant New Zealand White rabbits were treated with Retin-A Micro (tretinoin) Gel microsphere, 0.1%, 
at daily dermal doses of 0.2, 0.5, and 1.0 mg/kg/day tretinoin on gestation days 7-19. Doses were 
administered topically for 24 hours a day while wearing Elizabethan collars to prevent ingestion of the 
drug. Increased incidences of certain alterations, including domed head and hydrocephaly, typical of 
retinoid-induced fetal malformations in this species, were observed at 0.5 and 1.0 mg/kg/day. Similar 
malformations were not observed at 0.2 mg/kg/day, 4 times the MRHD based on BSA comparison. 
Other pregnant rabbits exposed topically for six hours per day to 0.5 or 1.0 mg/kg/day tretinoin while 
restrained in stocks to prevent ingestion, did not show any malformations at doses up to 19 times 
(1.0 mg/kg/day) the MRHD based on BSA comparison, but fetal resorptions were increased at 0.5 mg/kg 
(10 times the MRHD based on BSA comparison).

Oral tretinoin has been shown to cause malformations in rats, mice, rabbits, hamsters, and nonhuman 
primates.

Tretinoin induced fetal malformations in Wistar rats when given orally at doses greater than 1 mg/kg/day 
(10 times the MRHD based on BSA comparison). In the cynomolgus monkey, fetal malformations were 
reported for doses of 10 mg/kg/day but none were observed at 5 mg/kg/day (95 times the MRHD based 
on BSA comparison), although increased skeletal variations were observed at all doses. Dose-related 
increases in embryolethality and abortion also were reported. Similar results have also been reported in 
pigtail macaques.

In oral peri- and postnatal development studies in rats with tretinoin, decreased survival of neonates and 
growth retardation were observed at doses in excess of 2 mg/kg/day (19 times the MRHD based on BSA 
comparison).

Nonteratogenic effects on fetus
Oral tretinoin has been shown to be fetotoxic in rats when administered at doses 24 times the MRHD 
based on BSA comparison.

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

Nursing Mothers
It is not known whether tretinoin and/or its metabolites are excreted in human milk. Because many 
drugs are excreted in human milk, caution should be exercised when Retin-A Micro is administered to a 
nursing woman.

Pediatric Use
Safety and effectiveness in children below the age of 12 have not been established.

Geriatric Use
Safety and effectiveness in a geriatric population have not been established. Clinical trials of Retin-A 
Micro (tretinoin) Gel microsphere, 0.1% and 0.04%, did not include sufficient numbers of subjects aged 
65 and over to determine whether they responded differently from younger subjects.

OVERDOSAGE
Oral ingestion of large amounts of the drug may lead to the same side effects as those associated with 
excessive oral intake of Vitamin A.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Dermal carcinogenicity testing has not been performed with Retin-A Micro (tretinoin) Gel microsphere, 
0.1%, 0.08%, 0.06% or 0.04%.

In a 91-week dermal study in which CD-1 mice were administered 0.017% and 0.035% formulations 
of tretinoin, cutaneous squamous cell carcinomas and papillomas in the treatment area were observed 
in some female mice. These concentrations are near the tretinoin concentration of the 0.04% and 0.1% 
clinical formulations. A dose-related incidence of liver tumors in male mice was observed at those 
same doses. The maximum systemic doses associated with the administered 0.017% and 0.035% 
formulations are 0.5 and 1.0 mg/kg/day tretinoin, respectively. These doses are two and four times the 
MRHD based on BSA comparison.

The biological significance of these findings is not clear because they occurred at doses that exceeded 
the dermal maximally tolerated dose of tretinoin and because they were within the background natural 
occurrence rate for these tumors in this strain of mice.

There was no evidence of carcinogenic potential when 0.025 mg/kg/day of tretinoin was administered 
topically to mice (0.1 times the MRHD based on BSA comparison). Studies in hairless albino mice 
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 has been 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 [see Warnings and Precautions].

The genotoxic potential of tretinoin was evaluated in the Ames assay and in the in vivo mouse 
micronucleus assay, both of which were negative.

The components of the microspheres have shown potential for genetic toxicity and fetal malformation. 
EGDMA, a component of the excipient acrylates copolymer, was positive for induction of structural 
chromosomal aberrations in the in vitro chromosomal aberration assay in mammalian cells in the 
absence of metabolic activation, and negative for genetic toxicity in the Ames assay, and the in vivo 
mouse micronucleus assay.

In oral fertility studies in rats with tretinoin, the no-observable effect level was 2 mg/kg/day (19 times the 
MRHD based on BSA comparison).

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Manufactured for:
Valeant Pharmaceuticals North America LLC  
Bridgewater, NJ 08807 USA

By:
Valeant Pharmaceuticals International, Inc. 
Laval, Quebec H7L 4A8, Canada

Retin-A Micro is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates.

Microsponge is a registered trademark of AMCOL International Corporation. Any other product/brand 
names are trademarks of the respective owners.

©Valeant Pharmaceuticals North America LLC
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taunting, such as verbal and physical aggression, as 
well as social exclusion.

The authors also report nearly 62 percent of adults 
over age 18 experience increased embarrassment 
and greater self-consciousness if they develop acne 
vulgaris.

WHAT YOU CAN DO

According to the American Academy of Dermatology 
(AAD), one of the most important steps you can take 
is strengthening your relationships with primary 
care providers, encouraging them to refer their acne 
vulgaris patients to you as early as possible. To see 
satisfactory results, the AAD recommends these 

patients seek care in a medical setting. 
In many cases, patients perceive their acne vulgaris 

to be far worse than it is, so you can answer their ques-
tions, allay their frustrations and fears, such as being 
afraid their acne vulgaris is contagious, and establish 
a therapeutic protocol. At their first appointment, have 
patients fill out forms that outline their self-care so you 
know what steps they’re already taking to address their 
acne vulgaris and where to go from there.

“Because both objective and subjective severity can 
influence a patient’s self-image, we recommend that 
patients evaluate their own acne vulgaris,” the authors 
wrote. “If they perceive their acne as being more 
severe than an objective examination suggests, a more 
aggressive approach in stepping up therapies to help 
them achieve their goals may be warranted.”

Even individuals with mild acne can benefit from an 
isotretinoin prescription, the authors wrote, because 
it not only improves the condition, but it has also been 

linked to reduced anxiety and depression, as well as 
augmented self-esteem. Be sure, though, to manage 
patient expectations about how long the medication 
will take to work and what differences he or she will be 
able to see in their skin’s appearance.

In addition, discuss camouflage techniques that 
can cover their ace vulgaris as a strategy to help reduce 
how noticeable the condition is.

SUICIDE

Patients suffering from moderate-to-severe ace 
vulgaris also face a two to three times greater risk of 
suicidal thoughts, the authors wrote.

While treating patients for these thoughts or suicide 

attempts is outside your medical purview, the authors 
did offer guidance on how to identify patients with 
these struggles. If you encounter patients exhibiting 
these behaviors, notify their primary care providers:
}  Poor eye contact
}  Angry or negative verbalization
}  Poor self-care
}  Poor hygiene
}  Compulsive behaviors
}  Self-mutilating behaviors

Ultimately, the authors wrote, the goal of treating 
ace vulgaris isn’t simply improving the skin’s outward 
appearance. It’s also addressing the emotional and 
psychological implications the condition can prompt 
with dermatologists being in a unique position to do so 
successfully.

“Perhaps most importantly, a dermatologist who 
prescribes appropriate medical therapy, manages 
patient expectations, and educates patients on the 
results and timing will best help meet patients’ 
medical and psychological needs,” the authors wrote. 
“Effective treatment improves patients’ self-esteem, 
and, as dermatologists, we have an armamentarium of 
treatment options to improve ace vulgaris.” �

CITATION

Gallitano SM, Berson DS, How Acne Bumps Cause the Blues: The Influ-
ence of Acne Vulgaris on Self-Esteem, International Journal of Women’s 
Dermatology (2018). DOI:10.1016/j.ijwd.2017.10.004 

Depression CONTINUED FROM PAGE 8

“A DERMATOLOGIST WHO PRESCRIBES APPROPRIATE MEDICAL THERAPY, 

MANAGES PATIENT EXPECTATIONS, AND EDUCATES PATIENTS ON THE RESULTS AND 

TIMING WILL BEST HELP MEET PATIENTS’ MEDICAL AND PSYCHOLOGICAL NEEDS.”

Gallitano SM, et al.

International Journal of Women’s Dermatology

DEPRESSIVE SIGNS TO LOOK 
FOR IN YOUR ACNE PATIENTS

}  Poor eye contact 

}  Angry or negative verbalization

}  Poor self-care

}  Poor hygiene

}  Compulsive behaviors

}  Self-mutilating behaviors
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Their results, published in 
Journal of Drugs and Derma-

tology, revealed that 14.4% of 
women with acne who were 
started on spironolactone 
were prescribed a different 
systemic agent within one 
year, compared with 13.4% 
who started on an oral tetra-
cycline-class antibiotic. After 
adjusting for age, topical 
retinoid, and oral contracep-
tive use, the odds ratio for 
being prescribed a different 
systemic agent within one 
year was 1.07 (95% confi-
dence interval [CI] 0.99-1.16) 
for those prescribed spironolactone when compared 
with oral tetracycline-class antibiotics.

The researchers concluded that, based on the obser-
vation of similar switching between the two groups, 
spironolactone may have similar clinical effectiveness 
to that of oral tetracycline-class antibiotics.

Spironolactone could provide a safe and effective 
alternative to antibiotics for women, the study's lead 
author John S. Barbieri, MD, MBA, Dermatology chief 
resident at Penn, told Dermatology Times.  

“Our results highlight that in this population of 
women being treated for acne, the rate of switching to 
another treatment was similar among those started on 
spironolactone and those started on an oral antibiotic 
for their acne. These results suggest that spironolac-
tone may have similar effectiveness to oral antibiotics 
for women with acne,” he said. “Guidelines currently 
recommend oral antibiotics as one of the first-line 
treatments for moderate to severe acne. However, given 
the emerging evidence regarding the effectiveness of 

Spironolactone as 
eff ective as antibiotics
STUDY FINDS WOMEN WITH ACNE MAY BENEFIT

by Ingrid Torjesen | Staff Correspondent

They found that rates of prescription switching over 
a year were similar for women originally prescribed 
spironolactone and those originally prescribed antibi-
otics for their acne. Switching prescriptions is a proxy 
for ineffectiveness, since a change of drug is often the 
result of treatment failure due to lack of efficacy, side 
effects, cost, or other factors.

Despite antibiotics being associated with a range 
of adverse outcomes and efforts to curb their use 
because of growing antimicrobial resistance, oral 
antibiotics remain the most common systemic agent 
prescribed for the treatment of acne in the United 
States, according to the Centers for Disease Control, 
and dermatologists are the specialty that prescribes 
the highest level of antibiotics per provider. 

Spironolactone, which blocks the effects of male 
hormones, meaning it's not a treatment option for 
men, is increasingly used to treat women with moder-
ate-to-severe acne, despite not having been approved 
by the Food and Drug Administration for this indica-
tion. However, the clinical evidence to support its use 
is limited to small studies, so the researchers sought 
to compare the outcomes for spironolactone and oral 
tetracycline-class antibiotics among a larger popula-
tion of women with acne. 

They conducted a retrospective analysis of the 
frequency of switching to a different systemic agent 
within the first year of therapy among 6,684 women 
and girls prescribed spironolactone and 31,614 
prescribed an oral tetracycline-class antibiotic 
between 2010-2016.

D
ermatologists should consider using the 

diuretic drug spironolactone to treat acne in 

women instead of antibiotics, researchers at 

the University of Pennsylvania School of Medicine have 

said after their study found it to be similarly effective.i

Take AWAYS

Spironolactone may 
be as effective as oral 
antibiotics in women

Female patients should 
be given the option 
of spironolactone 
treatment fi rst.

Future studies are 
needed to demonstrate 
safety and effi cacy 
of spironolactone as 
treatment in women.

Spironolactone CONTINUED ON PAGE 14
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relationship was statistically 
significant (r=0.23; p<0.01). 
Of the eight acne aggravators 
included in the Perceived 
Stress Scale questionnaire, 
only excessive heat and 
humidity was found to have 
a statistically significant 
impact (p<0.05%).

The researchers said that 
heat and humidity may make 
it more favourable for Propi-

onibacterium acnes to colo-
nize the ductal hyperplasia.

While the study showed that there is an associa-
tion between acne and stress levels, it did not prove a 
causative role for stress, commented Aryan Maleki, 
a medical student at Barts and The London School of 
Medicine and Dentistry, London, UK. ii

Acne is known to negatively affect quality of life 
and mood, so it is possible acne can lead to stress and 
not vice versa, he said. One way to establish a stronger 
causal relationship would be by evaluating whether 
stress-reduction techniques can significantly reduce 
acne severity. 

“It would also aid in distinguishing whether the 
stress leading to acne originates from extrinsic factors 
or whether it is due to an individual’s ‘intrinsic’ predis-
position to produce stress responses,” he said.

Shadi Zari, from the Faculty of Medicine at the 
University of Jeddah, in Saudi Arabia said that a 
number of mechanisms have been proposed mecha-
nisms for how stress could aggravate acne. 

In adult women with acne, chronic stress increases 
the secretion of adrenal androgens and results in seba-
ceous hyperplasia. 

Activation of the hypothalamic–pituitary–adrenal 

Study: Psychological 
stress may increase 
acne severity
by Ingrid Torjesen | Staff Correspondent

Although it is widely accepted that there is a rela-
tionship between stress and acne, few studies have 
assessed this relationship, so researchers at the 
medical faculty of King Abdulaziz University in 
Jeddah, Saudi Arabia looked at the relationship in 144 
of the university’s sixth year female medical students, 
who were aged 22 to 24 years.

Students were asked to complete the Perceived 
Stress Scale (PSS). This 14-item self-questionnaire 
is widely used in stress research, and includes 
some confounding factors in acne severity, such as, 

menstruation, heat and humidity, sweating, use of 
makeup and cosmetic products, oily hair products, use 
of topical steroids, and squeezing pimples. 

Once the students had completed the question-
naire they were examined by an intern, who had been 
trained by a consultant dermatologist, for the presence 
of acne lesions. Acne severity was graded according to 
the global acne grading system (GAGS), and the type of 
acne lesions present (comedones, papules, pustules, 
and nodules) and their location were noted.

Three students (2.1%) had no acne, 104 students 
(72.2%) had mild acne, 33 students (22.9%) had 
moderate acne, and 4 students (2.8%) had severe acne.

Increased stress severity was found to strongly 
correlated with increased acne severity, and this 

I
ncreased stress is strongly correlated with greater 

acne severity a study of medical students published 

in Clinical, Cosmetic and Investigational Derma-

tology 1 has found.

Take AWAYS

Study fi nds association 
between stress and 
acne

Psychological stress 
can delay wound 
healing.

Delayed wound 
healing leads to 
deeper scars.

COMMON ACNE TRIGGERS

} Psychological tress 

} Excessive heat

} Increased humidity

Stress CONTINUED ON PAGE 14
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spironolactone coupled with the potential risks of anti-
biotic resistance and other complications associated 
with antibiotic use, spironolactone should be discussed 
as an alternative option for women with acne.”

In addition to the importance of antibiotic steward-
ship, long-term oral antibiotic use may be associated 
with lupus, inflammatory bowel disease, and even 
colon and breast cancer. Spironolactone is generally 
well tolerated, with the most common side effect being 
irregular menstrual periods, which typically improve 
by using a lower dose or starting an oral contraceptive 
pill. However, it should be prescribed with caution to 
those with a history of kidney, heart, or liver disease 
and not taken by women who are pregnant.

Despite expert opinion supporting the use of spirono-

(HPA) axis is the main adaptive response to systemic 
stress. In response to emotional stress, the HPA axis 
activates increased levels of cortisol release. 

Corticotropin-releasing hormone (CRH) is the 
most proximal element of the HPA axis. CRH acts 
as a central coordinator for neuroendocrine and 
behavioural responses to stress. CRH stimulates seba-
ceous gland lipid production and steroidogenesis, 
which contributes to acne.

“Studies have also shown an increase of CRH 
expression in the sebaceous glands of acne-involved 
skin, compared to a low expression in normal skin. 
This upregulation of CRH expression in acne-involved 
skin may influence the inflammatory processes that 
lead to stress-induced acne lesions,” Zari said. “CRH 
also induces cytokines IL-6 and IL-11 production in 
keratinocytes, contributing to inflammation, which 

lactone for the treatment of acne in women, more 
clinical evidence on its safety and efficacy is needed, 
Barbieri acknowledged. “Ultimately, there would be 
significant benefit from a large clinical trial comparing 
spironolactone to oral antibiotics to provide definitive 
evidence regarding the safety and efficacy of spirono-
lactone in the treatment of acne,” he said.

“If future studies continue to demonstrate the effec-
tiveness and safety of spironolactone, then potentially 
it should replace oral antibiotics as the most common 
treatment of women with moderate to severe acne.” �

REFERENCE

1 Barbieri JS, Choi JK, Mitra N, Margolis DJ. Frequency of Treatment 
Switching for Spironolactone Compared to Oral Tetracycline-Class 
Antibiotics for Women With Acne: A Retrospective Cohort Study 2010-
2016. Journal of Drugs and Dermatology 2018; 17 (6): 611-617.

is regarded as a key component in the pathogenesis of 
acne.”

Furthermore, peripheral nerves release the neuro-
peptide substance P or vasointestinal peptide in 
response to stress. Substance P stimulates the prolif-
eration and differentiation of sebaceous glands and 
upregulates lipid synthesis in sebaceous cells. 

For people with acne, psychological stress could 
delay wound healing, which could affect the repair of 
acne lesions, Zari added. �
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Spironolactone CONTINUED FROM PAGE 12

Stress CONTINUED FROM PAGE 13

“GUIDELINES CURRENTLY RECOMMEND ORAL ANTIBIOTICS AS ONE OF THE FIRST-LINE 

TREATMENTS FOR MODERATE TO SEVERE ACNE. HOWEVER, GIVEN THE EMERGING 

EVIDENCE REGARDING THE EFFECTIVENESS OF SPIRONOLACTONE COUPLED WITH 

THE POTENTIAL RISKS OF ANTIBIOTIC RESISTANCE AND OTHER COMPLICATIONS 

ASSOCIATED WITH ANTIBIOTIC USE, SPIRONOLACTONE SHOULD BE DISCUSSED AS AN 

ALTERNATIVE OPTION FOR WOMEN WITH ACNE.”

Barbieri JS, et al.

Journal of Drugs and Dermatology
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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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