
https://www.carpelotion.com/


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


DermatologyTimes®

JUNE 2018

4

content
VICE PRESIDENT, CONTENT & STRATEGY 

Sara Michael

CONTENT CHANNEL DIRECTOR

Heather Onorati | heather.onorati@ubm.com  | 440.826.2868

MANAGING EDITOR 

Amy Reyes | amy.reyes@ubm.com | 440.891.2729

AESTHETIC CONTENT EDITOR

Eliza Cabana | eliza.cabana@ubm.com | 440.891.2671 

DESIGN DIRECTOR 

Robert McGarr

SENIOR GRAPHIC DESIGNER

Lecia A. Landis

SENIOR PRODUCTION MANAGER

Karen Lenzen | karen.lenzen@ubm.com | 218.740.6371

COLUMNISTS

Zoe Diana Draelos, M.D., Patricia Farris, M.D., David J. Goldberg, M.D., J.D.,
Reena Rupani Goyal, M.D., Jeremy Green, M.D., 
Sarah Kasprowicz, M.D., Joely Kaufman, M.D., Peter Lio, M.D., 
Daniel Siegel, M.D.

LIKE US ON FACEBOOK

facebook.com/dermatologytimes

TWEET US

twitter.com/dermatologytimes

STAY LINKED IN

linkedin.com/dermatologytimes

EMAIL THE EDITORS

editor@dermatologytimes.com

Provide practical analysis of recent studies, regulatory updates, techniques, devices and 
business solutions; and facilitate discussion to optimize practice and improve patient care.

Dermatology Times is guided by a core of trusted industry 
experts who review meetings; suggest topics and sources; 
and conduct interviews.

SUBSCRIBE TO OUR NEWSLETTERS

dermatologytimes.com/newsletters

editorial advisory board

DR. ZOE DIANA DRAELOS

Dr. Draelos is a consulting 

professor of dermatology, Duke 

University School of Medicine, 

Durham, N.C.

DR. NORMAN LEVINE 

Dr. Levine is a private practitioner 

in Tucson, Ariz.

DR. RONALD G. WHEELAND

Dr. Wheeland is a private 

practitioner in Tucson, Ariz.

DR. ELAINE SIEGFRIED

Dr. Siegfried is professor of 

pediatrics & dermatology, Saint 

Louis University Health Sciences 

Center, St. Louis, Mo.

our MISSION

STAY IN TOUCHindustry council
DERMAFORCE  

Diane Nelson, RN, MPH
Vice President, Medical, Clinical, and Scientifi c Affairs

MERZ PHARMACEUTICALS 

Tod Lewis
Director, Strategic Accounts

ORTHODERMATOLOGICS 

Ed Shupenus
Executive Director, Marketing Operations

SKINCEUTICALS

Ewelina Aiossa
AVP, Marketing, SkinCeuticals

sales & marketing
EXECUTIVE VICE PRESIDENT, MANAGING DIRECTOR

Georgiann DeCenzo
GROUP PUBLISHER, EYE AND SKINCARE

Leo Avila
PUBLISHER

Amy Ammon | amy.ammon@ubm.com | 732.346.3089 

NATIONAL ACCOUNT MANAGER

Alexis O’Connor | alexis.oconnor@ubm.com | 732.346.3004

NATIONAL SALES MANAGER

Don Berman | don.Berman@ubm.com | 212.951.6745

ACCOUNT MANAGER, RECRUITMENT ADVERTISING

Joanna Shippoli  | joanna.shippoli@ubm.com | 440.891.2615

PERMISSIONS

Jillyn Frommer | Jillyn.Frommer@ubm.com | 732.346.3007

REPRINTS
Licensing and Reuse of Content:  Contact our offi cial partner, Wright’s Media, 
about available usages, license fees, and award seal artwork at Advanstar@
wrightsmedia.com for more information. Please note that Wright’s Media is the 
only authorized company that we’ve partnered with for Advanstar UBM materials.

SUBSCRIPTION INQUIRIES/CHANGES OF ADDRESS

877.922.2022 | 218.740.6477

Dr. Ranella Hirsch
Boston, Massachusetts

Dr. Seth Matarasso
San Francisco, California

Dr. Joel Schlessinger
Omaha, Nebraska

DR. GOLDBERG received the Caroline and William 
Mark Memorial Award at the recent ASLMS meeting.

Dr. David Goldberg
New York City, New York

Dr. Roy Geronemus
New York City, New York

Dr. Patti Farris
New Orleans, Louisiana

Dr. Tina Alster
Washington D.C.

Dr. James Spencer
St. Petersburg, Florida

Dr. Philip Werschler
Spokane, Washington

Dr. Helen Torok
Medina, Ohio

Dr. Albert Yan
Philadelphia, Pennsyvania

mailto:heather.onorati@ubm.com
mailto:amy.reyes@ubm.com
mailto:eliza.cabana@ubm.com
mailto:karen.lenzen@ubm.com
mailto:amy.ammon@ubm.com
mailto:alexis.oconnor@ubm.com
mailto:don.Berman@ubm.com
mailto:joanna.shippoli@ubm.com
mailto:jillyn.frommer@ubm.com
mailto:Advanstar@wrightsmedia.com
mailto:Advanstar@wrightsmedia.com
http://www.modernmedicine.com/modern-medicine/subscription-index
https://www.facebook.com/DermatologyTimes
https://twitter.com/dermtimesnow
https://www.linkedin.com/company/dermatology-times
mailto:editor@dermatologytimes.com


https://dermira.com/


DermatologyTimes®

JUNE 2018point of view
6

POINT OF VIEW        Guest Commentary  8        Legal Eagle  15

“What is our obligation to our patients? 
To satisfy their desires for specifi c treatments 
or attempt to maximize health outcomes?

Do what the patient desires or not?

by DR. NORMAN LEVINE, M.D.

Dr. Levine is a private practitioner 

in Tucson, Ariz.

I
n a recent article published online in JAMA 
Internal Medicine (Nov. 27, 2017) research-
ers evaluated the level of patient satisfac-
tion related to the denial of specifi c patient 

requests during the course of an outpatient offi  ce 
visit. Not surprisingly, they found that certain 
types of denied requests resulted in reduced 
satisfaction with the healthcare provider. The 
authors concluded that in this new area of sat-
isfaction-driven compensation, training clini-
cians to more eff ectively handle these types of 
problems would be worthwhile.

This reminded me of an encounter of a slightly 
diff erent sort. Until recently, I was on a panel of 
dermatologists who performed teledermatology 
consultations for a company that contracted its 
services to insurance carriers. One such consult 
request was from a patient who had a history of 
acne and what she thought was an infection on 
her face. Examination of photo images revealed 
multiple crusted papules with little or no perile-
sional infl ammation. Other than scattered com-
edones, no primary lesions were noted. I diag-
nosed her problem as acne excoriee and pre-
scribed oral antihistamines as a short-term treat-
ment plan until she could arrange an appoint-
ment with a local dermatologist.

Apparently, the patient was dissatisfi ed with my 
diagnosis and recommendations in that she was 
certain she had a skin infection which required 
antibiotics. She complained to the medical direc-
tor of the telemedicine organization who subse-
quently contacted me. He made the following 
comment in his email to me: “As both of us know, 
so much of dermatology is art and not medicine 

and this component of the fi eld is often diffi  cult 
to translate in telehealth. While it is unclear if she 
truly had impetigo, she did have multiple ero-
sions and providing her with mupiricin would 
have satisfi ed her primary concern and cleared 
any superfi cial infection with minimal risk.”

This whole situation annoyed me on several 
fronts (and led me to resign from the dermatolo-
gist panel). However, it also allowed me to focus 
on a few basic questions regarding patient man-
agement. What is our obligation to our patients? 
Is it to satisfy their desires for specifi c treatments, 
or is it to attempt to maximize health outcomes 
— even if this turns out to be contradictory to 
the patient’s wishes?

I had the experience of a patient who presented 
with many benign-appearing nevi. I advised that 
none of these needed a biopsy since there were 
no suspicious clinical features. She insisted that 
these lesions were “ticking time bombs.” She pro-
ceeded to get a second opinion from a physician’s 
assistant in another dermatology practice who 
elected to biopsy 19 lesions, all of which were 
benign histologically. The patient concluded 
that my care was substandard and lodged a com-
plaint with the state Board of Medical Examiners 
(who dismissed the complaint without comment).

It certainly would have been less hassle for 
everyone to accede to the patient’s demands and 
prescribe whatever the patient wanted or to per-
form the procedures that the patient had in mind. 
However, in my view, our role as trained physi-
cians is to apply our knowledge and experience 
to maximize ultimate outcomes, even if this is 
contrary to what the patient wants and expects.

There are many times during my day when I 
discuss what I think are reasonable alternative 
management options and allow the individual 
to choose which she prefers. This is fundamen-
tally diff erent from having a person present with 
a list of prescriptions for us to fi ll or procedures 
to perform. Ultimately, we are responsible for 
providing appropriate, eff ective and safe ther-
apies, but the price to pay for doing what one 
believes is optimal for the patient may be a dis-
satisfi ed or unhappy patient.

We all complain about urgent care providers 
who give patients with unknown rashes topical 
antifungal medications just to satisfy the person’s 
expectation for some treatment and to justify 
the fee for the visit. We can do better than that 
by evaluating the eruption and deciding what if 
any therapy would be helpful, irrespective of the 
patient’s perception about the cause of the rash.

With the rise of corporate medicine, a new 
subtle but defi nite “strong suggestion” to man-
age in certain ways may arise, as I experienced 
in my brief telemedicine career. As more of us 
come to be employees of business enterprises 
delivering healthcare — whose very existence 
depends on maximizing profi ts — the concern 
about potentially dissatisfi ed customers may 
produce the unintended consequence of pres-
sure from above to practice medicine with the 
business philosophy of “the customer is always 
right.” We need to push back against this concept 
and maintain the independence to make medical 
decisions that we believe are the most benefi cial.

As noted in the JAMA Internal Medicine arti-
DIFFICULT PATIENTS  CONTINUES ON PAGE 11f
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“There are no FDA studies or published orga-
nized studies looking at its safety, but reported side 
eff ects include thyroid dysfunction, kidney dam-
age, liver diseases, skin rashes and even death.”

SKIN OF COLOR SEMINAR SERIES ROUNDUP 

Panel weighs how best to address 
IV glutathione for skin lightening

by ELIOT F. BATTLE, JR., M.D.
CEO and Co-Founder, Cultura Dermatology 

and Laser Center, Washington, D.C.

T
he most discussed topic and most 
controversial session (in a good way) 
at this year’s Skin of Color Seminar 
Series in New York City was the panel 

discussion on the increasing trend of total body 
skin lightening and the ethical and health con-
cerns that shadow it.

I started the panel discussion by outlining the 
medical and ethical concerns facing dermatolo-
gists regarding patients who are seeking treat-
ments for total body lightening. I was followed 
by comments and a slide presentation from Dr. 
Valerie Callender, some practical advice by Dr. 
Seemal Desai — who is considered one of the 
leading experts on skin pigmentation, and the 
conference’s co-founder and skin of color expert, 
Dr. Andrew Alexis who shared pearls of wis-
dom on the subject.

The fact is that centuries after colonization 
and centuries after the Hindu system caste sys-
tem, many patients still seek to lighten their skin 
based on perceptions that beauty and social sta-
tus is infl uenced by their skin color. 

All through Asia, India, Africa and now Amer-
ica, we are seeing people trying to total-body 
lighten their skin. The treatments range from 
topical bleaching agents and oral, intramuscu-

lar and intravenous injections. We see actors and 
actresses in Bollywood and Hollywood, and from 
all across the globe who are noticeably lighter 
than they used to be. 

Glutathione, an antioxidant that we have used 
for years for a multitude of reasons, is now being 
used worldwide in the oral, intramuscular and 
intravenous form to lighten the skin. There are 
no FDA studies or published organized stud-
ies looking at its safety, but reported side eff ects 
include thyroid dysfunction, kidney damage, 
liver diseases, skin rashes and even death. The 
FDA has published a position statement saying 
there is no injectable product approved for skin 
lightening, but the practice still goes on.

The panel discussed how medical profes-
sionals should approach this issue and came to 
the conclusion that regardless of the ingrained 
racism that we feel is the backbone of this trend 
to lighten the skin, we need to get behind this 
with research and studies to determine the true 
safety of oral, intramuscular and Intravenous glu-
tathione injections.  It’s the same as in the war 
on drugs:  People still do it even after we shout, 
“Don’t do this! It is bad for you.” As experts of 
the skin, knowing that our patients are going 
to probably do it with or without our consent, 

we need to thoroughly investigate its safety and 
consider doing research and clinical studies to 
see if we can come up with safe protocols look-
ing at the safety of oral, muscular and intrave-
nous glutathione.  

It is easy to look at this topic through a moral 
compass, but since most of us don’t negatively 
judge patients who change hair and eye color or 
change their facial and body structures with plas-
tic surgery, then perhaps we should stop judg-
ing patients who choose to change their skin 
color.  Minimally, we need to help them fi nd a 
safe treatment protocol if they choose to venture 
down this road.  You can understand why this 
topic is so controversial and worthy of further 
discussion, research and studies.

In the meantime, the general consensus is that 
for the patients who are insisting on going down 
that path, we could recommend a short course 
of oral glutathione until there is more informa-
tion on the use of intramuscular and intrave-
nous injections.  But even that option is worthy 
of additional debate.

This year’s Skin of Color Seminar Series 
(SOCSS) was by far one of the best conferences we 
have had in the past 10 years. It included a sold-

SKIN LIGHTENINGCONTINUES ON PAGE 11f
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treatment. Treatment beyond 4 weeks is      
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CONTRAINDICATIONS
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WARNINGS AND PRECAUTIONS

Hypothalamic-Pituitary-Adrenal (HPA) Axis 

Suppression and Other Unwanted Systemic 

SERNIVO Spray can produce reversible 

hypothalamic-pituitary-adrenal (HPA) 
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occur during or after withdrawal of treatment. 
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corticosteroids, large treatment surface areas, 
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and Administration].
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ADVERSE REACTIONS
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rates observed in the clinical trials of a drug 
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Table 1: Adverse Reactions Occurring in *1% 
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up to Four Weeks

SERNIVO 

Spray b.i.d.

(N=352)

Vehicle 

Spray b.i.d

(N=180)

Application site 

pruritus

6.0% 9.4%

Application site 

burning and/or 
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4.5% 10.0%

Application site pain 2.3% 3.9%

Application site 
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occurrence lower than 1% but higher than 

0.1%) in subjects treated with SERNIVO spray 
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interfere with endogenous corticosteroid 
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Pediatric Use
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and Precautions]
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Dr. Seemal Desai’s presentation on melasma 
and hyperpigmentation disorders was excellent 
and thoroughly reviewed most of the established, 
new and possible future treatments coming 
down the pipeline used to treat hyperpigmen-
tation, including reviewing both glutathione and 
tranexamic acid treatments (Read more in “Mel-
asma Management,” pg 1). Dr. Ted Rosen’s review 
of Hidradenitis suppurativa and his presentation 
on sexually transmitted diseases were highlights. 
He has a wonderful presentation style, combin-
ing academic brilliance with humor.

First-time presenter at the conference was 
Dr. Steve Wang who did a brilliant presenta-
tion looking at some of the false beliefs around 
sun protection in skin of color, emphasizing the 
need for visible light protection and showing how 
much further we need to go in research in this 
area (Read more in “UV protection still lags in 
skin of color,” pg 62).

The conference closed with Drs. Perez and 
Heidi Waldorf presenting in the “Masters Share 
Aesthetic Treatment Pearls” section demonstrat-
ing some expert injection techniques to improve 
the aging face. 

We look so forward to the 11th Skin of Color 
Update conference next year. e

out audience of around 250 doctors, nurses, phy-
sicians assistants and aestheticians. The exhibit 
hall was also sold out, turning away companies 
that applied too late to get a spot in the exhibit 
hall or who wanted to conduct a device demo 
or workshop.     

The 2019 rebranding of the seminars to “Skin 
of Color Update” was revealed at the meeting 
and was well received, along with moving the 
seminar from May to September.

There was a great mix of brand new attendees 
and presenters, as well as attendees who have sup-
ported the seminars over the past decade. As usual, 
the faculty dinner which was attended by most of 
the expert faculty and exhibitors did not disap-
point. The environment was a  great venue to dis-
cuss mutual research interest between KOL (Key 
Opinion Leaders) and industry decision makers.

In terms of the scientifi c program, there were 
many highlights. Dr. Maritza Perez presented 
some amazing research looking clinically, genet-
ically and molecularly at the variations of aging, 
between diff erent ethnic origins and skin color 
types. Many of us appreciated the variations 
in aging amongst diff erent ethnic origins, but 
I was very glad to see the science behind our 
observations.

Dr. Valerie Callender gave an amazing and 
thorough presentation on “Understanding Hair 
Loss in Skin of Color,” followed by presenting 
an “Update on Medical and Surgical Treatment 
Options” for hair loss.  She reviewed how cer-
tain hair styles, frequent chemical processing 
and innate genetic factors cause those with skin 
of color to be particularly susceptible to some 
forms of alopecia and hair disorders. This was 
followed by Dr. Wendy Roberts presenting “Hair 
Growth Treatments Update” reviewing topi-
cal treatments, oral supplements, laser and PRP 
injections.  The hour that Dr. Callender and Dr. 
Roberts presented was one of the most compre-
hensive coverages of diagnosis and treatment 
options of hair disorders in patients with skin 
of color that the audience had seen.

Dr. Roberts demonstrated the Aerolase laser 
and discussed the many types of treatments that 
it performs. Dr. Jeremy Brauer gave a demonstra-
tion on Solta’s new-generation Thermage FLK 
RF device for skin tightening and I reviewed 
the new Lumenis Piqo4 Q-Switched nanosec-
ond and picosecond laser for both skin rejuve-
nation, pigment improving treatments and tat-
too removal.  All three device demonstrations 
were well received.

} Skin of Color Seminar Series now called Skin of Color Update FROM PAGE 8

take the time to listen to what I have to say.” 
Allow him to tell his story on why he thinks 
that a certain service would be benefi cial to 
him. This can be a somewhat painful expe-
rience knowing that the requested service 
may not be appropriate, but it could be time 
well spent. e

cle cited above, we must accommodate the inevi-
table fi nancial considerations associated with the 
level of satisfaction of our patients. Even, appar-
ently, unreasonable requests must be handled in 
a sensitive manner. We want our patients to feel 
good about their time with us. What can we do 
to possibly make the patient feel better about his 
appointment? Here are two suggestions:

}  If the request involves a non-insurance cov-
ered service such as skin tag removal, con-
sider treating a few lesions free of charge. 
There is no more appreciated act than free 
medical care.

}  One of the main complaints that patients 
express today is that, “The doctor did not 

} Diffi cult patients: Important takeaways for managing patients with unreasonable requests FROM PAGE 6

point of view & guest commentary

“ “Unreasonable requests must be handled 
in a sensitive manner. We want our patients to feel good 

about their time with us.”
Norman Levine, M.D., private practitioner, Tucson, Ariz.
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ESKATATM  
(hydrogen peroxide) topical solution, 40% (w/w)

BRIEF SUMMARY OF PRESCRIBING INFORMATION

INDICATION AND USAGE
ESKATA is indicated for the treatment of seborrheic keratoses that 
are raised.

DOSAGE AND ADMINISTRATION
Important Administration Information 
ESKATA is to be administered by a healthcare provider.

For topical use only. Not for oral, ophthalmic, or intravaginal use.

Do not apply ESKATA topical solution to open or infected 
seborrheic keratoses.

During a single in-office treatment session, apply ESKATA to 
seborrheic keratoses 4 times, approximately 1 minute apart. After 
one use, discard the unit dose applicator.

If the treated lesions have not completely cleared approximately 
3 weeks after treatment, another treatment may be administered 
following the same procedure.

DOSAGE FORMS AND STRENGTHS
ESKATA topical solution is a clear, colorless solution containing 
40% (w/w) hydrogen peroxide.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Eye Disorders
Do not apply to the eyes or mucous membranes. Avoid treating 
seborrheic keratoses within the orbital rim. Direct contact with the 
eye can cause corneal injury (erosion, ulceration, perforation, and 
scarring), chemical conjunctivitis, eyelid edema, severe eye pain,  
or permanent eye injury, including blindness. 

If accidental exposure occurs, flush with water for 15 to 30 minutes 
and initiate monitoring, and further evaluation as appropriate. 

Local Skin Reactions
Skin reactions occurred in the treatment area after application of 
ESKATA. Severe local skin reactions included erosion, ulceration, 
vesiculation and scarring. Do not initiate a second treatment course 
with ESKATA until the skin has recovered from any reaction caused 
by the previous treatment. 

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.

The data described below reflect exposure to ESKATA or vehicle 
in a total of 937 subjects with seborrheic keratoses that are raised. 
Overall, 42% of the subjects were male and 58% were female. 
Ninety-eight (98) percent of the subjects were Caucasian and the 
mean age was 68.7 years.

At each visit, local skin reactions were graded for severity to 
determine the maximum severity after treatment. Table 1 presents 
the percentage of subjects with the local adverse reactions by the 
most severe grade reported during the course of the trials.

Table 1. Percentage of Subjects with Local Skin Reactions by 
Severity

ESKATA
N=467

Vehicle
N=470

Mild Moderate Severe Total Mild Moderate Severe Total

Erythema 13 67 19 99 29 5 <1 34

Stinging 34 49 15 97 9 1 <1 10

Edema 28 48 15 91 6 1 0 6

Scaling 49 36 5 90 28 5 1 33

Crusting 34 38 8 81 13 5 1 19

Pruritus 34 18 5 58 7 1 <1 8

Hyperpig- 
mentation

32 7 <1 39 1 <1 0 1

Vesicles 21 3 1 24 <1 0 0 <1 

ESKATA
N=467

Vehicle
N=470

Mild Moderate Severe Total Mild Moderate Severe Total

Hypopig- 
mentation

16 3 <1 19 1 <1 0 1

Erosion 12 2 1 15 <1 0 0 1

Ulceration 6 2 <1 9 1 1 0 2

Atrophy 4 0 0 4 0 0 0 0

Scarring 3 <1 <1 3 0 0 0 0

Common local skin reactions observed 10 minutes after treatment 
include: erythema  (98%), stinging (93%), edema (85%),  
pruritus (32%), and vesiculation (18%). 

Common local skin reactions observed 1 week after treatment are 
scaling (72%), erythema (66%), crusting (67%), pruritus (18%),  
erosion (9%), and ulceration (4%).

Common local skin reactions observed 15 weeks after the initial 
treatment are erythema (21%), hyperpigmentation (18%),  
scaling (16%), crusting (12%), and hypopigmentation (7%).

Less common adverse reactions occurring in ≥0.5% of subjects 
treated with ESKATA include eyelid edema (0.6%) and  
herpes zoster (0.6%). 

USE IN SPECIFIC POPULATIONS
Pregnancy Risk Summary Hydrogen peroxide is not absorbed 
systemically following topical administration, and maternal use is 
not expected to result in fetal exposure to the drug. 

Lactation Risk Summary Hydrogen peroxide is not absorbed 
systemically by the mother following topical administration, and 
breastfeeding is not expected to result in exposure of the child to 
hydrogen peroxide.

Pediatric Use Seborrheic keratosis is not seen in the pediatric 
population. 

Geriatric Use Of the 841 subjects treated with ESKATA in the clinical 
trials, 70% were 65 years of age and older and 26% were 75 years 
of age and older. No overall differences in safety or effectiveness 
were observed between these subjects and younger subjects.

OVERDOSE
Topical overdosing of ESKATA could result in an increased 
incidence and severity of local skin reactions.

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal studies have not been performed to evaluate the 
carcinogenic potential of ESKATA or hydrogen peroxide. 

Hydrogen peroxide has been found to exhibit positive results 
in in vitro tests for genotoxicity, but has not exhibited positive 
results in in vivo tests for genotoxicity, presumably due to the 
rapid metabolism of hydrogen peroxide.

The effects of hydrogen peroxide on fertility have not been 
evaluated. Hydrogen peroxide has been associated with effects 
on sperm function and elevated testicular hydrogen peroxide 
concentration has been implicated in male infertility, although in 
vivo, no effect of hydrogen peroxide on sperm function has been 
demonstrated. 

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

Ophthalmic Adverse Reactions
Inform patients that severe eye injury can occur with ESKATA 
application. Advise patients to inform the healthcare provider 
immediately if ESKATA runs into eyes, mouth, or nose during 
administration 

Local Skin Reactions
Inform patients that treatment with ESKATA may lead to local  
skin reactions 

Rx only This Brief Summary is based on ESKATA Prescribing 
Information, issued December 2017.

Manufactured by: James Alexander Corp.,  
Blairstown, NJ 07825 
Marketed by: Aclaris Therapeutics, Inc.,  
Malvern, PA 19355 

Table 1. Percentage of Subjects with Local Skin Reactions by 
Severity (Cont’d)

https://www.eskatahcp.com/
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Melanoma and 
the WRONG SITE.
bit.ly/WrongSiteSurgery

Top fi ve 
LEGAL QUESTIONS
bit.ly/Top5LegalQs

My EMR has been 
HACKED. Now what? 
bit.ly/hackedEMRnowwhat

My employee has a needle-
stick injury. Now what ?

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

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

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

Dr. Needle is a dermatologist and medical director of a combined medical, surgical and cosmetic dermatology practice. He 

oversees a staff of almost 200 employees in offices that see thousands of dermatology patients. He often jokes about whether 

it is more difficult to deal with the patients in the practice or the employees. He was recently presented with an issue that deeply 

affected both patient and employee.

A physician was performing an excision on a 
patient who was on blood thinners. The patient 
requested that his blood thinners not be stopped 
for the procedure. During the surgery the physican 
was stuck with an 18-gauge needle.

Needle-prick injuries like this occur more often 
than you may think, shows a study published 
in January 2017 in the Journal of Occupational 
Health (DOI:10.1539/joh.15-0253-FS). This 
study tracked needlestick injuries among medical 
trainees in a Toronto teaching hospital. It found 
that only 28 of 88 needlestick injuries were 
reported to occupational health. Although this 
study was based on the experience of medical 
trainees who presumed there was no risk, did not 
know how to report such injuries or were wary 
of reporting such injuries, needlestick injuries 
occur at an alarming rate. The New York Times
described it as a “silent epidemic” in a 2003 article 
in which it stated that 800,000 such injuries occur 
each year. 

In October 2016, the Journal of Clinical and 
Aesthetic Dermatology reported that needlestick 
and sharp injuries are a leading cause of morbidity 
in dermatology. The authors urge physicians to 
immediately report the injury to occupational 
health to obtain source testing and initiate post-
exposure protocol. 

In most cases, patients readily consent to tests 

for HIV and hepatitis B and C, but what happens if 
the patient refuses consent? A recently published 
online review of this scenario in Medical Justice
provides some important insight on this issue, 
citing the case I’ve described here.

When the patient refuses testing in cases 
like this, some states — Arizona, Maine, New 
Mexico and Oregon  — require a court order 
for all instances of unconsented HIV testing for 
occupational exposure. Most other states only 
require a court order if a blood specimen was not 
available for testing (the court order mainly being 
used to obtain the actual blood specimen itself).

Hawaii, Maryland and New York permit 
unconsented HIV testing in cases of occupational 
exposure, but only in cases in which the potential 
carrier is unable to consent because of death, being 
in a comatose state or for lacking the capacity to 
consent to such a test.

California, Rhode Island and South Carolina 
permit unconsented HIV testing of mentally 
competent individuals when they refuse voluntary 
testing.

By contrast, the U.S. Department of Veterans 
Aff airs requires verbal consent from the patient. 
If the patient refuses to give consent, federal law 
allows the patient the right to refuse this, or any 
test or procedure for that matter.

But in the non-VA hospital, it can be very 

diff erent.  In North Carolina,  potential carriers 
may be tested with or without consent.

Physicians should always proceed with care 
if the source patient refuses to consent to testing. 
The healthcare provider may try to persuade the 
patient to have the test, but if the patient refuses, 
he/she should be reported to the local health 
authorities. The health authorities may be able 
to enforce local communicable disease rules by 
instituting an action for injunctive relief or seek a 
misdemeanor  charge against a person who refuses 
to comply with related court orders.

The take-home point is that in many states there 
are options to identify whether a source patient 
is HIV positive in cases involving occupational 
exposure to a healthcare worker.

But, caution is in order. Every state is diff erent 
and laws change over time. If you are pricked with 
a needle or receive other cutaneous injury from 
a needle or sharp instrument used in medical 
practice, consider reaching out to the National 
Institute for Occupational Safety and Health 
(NIOSH), your local health department, your 
state medical society and/or a health law attorney 
for appropriate guidance.

For a summary of needle safety legislation state-
by-state, visit NIOSH at www.cdc.gov/niosh/
topics/bbp/ndl-law-1.html. e

ASK
Dr Goldberg?
drdavidgoldberg@skinandlasers.com

Point of View  6       Guest Commentary  8        LEGAL EAGLE  

mailto:drdavidgoldberg@skinandlasers.com
http://www.dermatologytimes.com/dermatology/melanoma-and-wrong-site
http://www.dermatologytimes.com/dermatology/top-5-legal-questions
http://www.dermatologytimes.com/dermatology-times/news/my-emr-has-been-hacked-what-should-i-do
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ELIOT BATTLE, M.D., was awarded the Innova-

tions in Skin of Color Dermatology Award by the 

Journal of Drugs in Dermatology at the Skin of 

Color Seminar Series (SOCSS) held in May in 

New York.

Dr. Battle, who is co-founder and co-chair of 

SOCSS, was recognized for his contributions in 

fostering innovation and improvement in der-

matology through increased emphasis on skin 

of color education and research. 

“Dr. Battle’s tireless support and advocacy 

has been instrumental in starting the industry-

wide shift towards dermatology education that 

is inclusive of all skin types,” said Shelley Tan-

ner, CEO and president of SanovaWorks, which 

produces JDD and SOCSS.  “Dr. Battle received 

the award for his commitment to safe, acces-

sible, and cutting-edge dermatology care for 

patients of all ethnicities and for being a cham-

pion for this cause.”

Dr. Battle is CEO and founder of Cultura 

Cosmetic Dermatology and Laser Center in 

Washington, D.C. He is also the recipient of 

many national academic honors and awards, 

including having been inducted into the Alpha 

Omega Alpha medical honor society.

His research with Harvard Medical School 

helped usher in a new generation of non-inva-

sive “color blind” cosmetic lasers. Dr. Battle is 

a member of the American Academy of Der-

DONNA ERB, LA, NCEA, a Pennsylvania-

based licensed aesthetician, was elected 

president of the Society of Plastic Surgical 

Skin Care Specialists (SPSSCS) at the organi-

zation’s 24th annual meeting. A 12-year mem-

ber of the SPSSCS and a board member for the 

past four years, Erb has more than 20 years in 

the aesthetics fi eld. She has provided skincare 

education and nonsurgical procedures at 

Berks Plastic Surgery in Wyomissing, Pa., since 

2005. Erb is trained in Obagi systems and is 

certifi ed in advanced laser techniques. 

The SPSSCS comprises 350 nurse and 

aesthetician members. Founded in 1994 by 

members of the American Society for Aes-

thetic Plastic Surgery (ASAPS).

MRF PRESENTS MICHAEL B. ATKINS, 
M.D., WITH HUMANITARIAN OF 
THE YEAR AWARD

SPSSCS NAMES 
DONNA ERB 
NEW PRESIDENT

THE MELANOMA RESEARCH Foundation 

named Michael B. Atkins, M.D., the 2018 

Humanitarian of the Year 

recipient at its recent DC 

Wings of Hope for Melano-

ma Gala. 

The award was given 

in recognition of Dr. Atkins’ 

“unparalleled dedication 

to the prevention and treatment of melanoma 

and the compassion that has been a hallmark 

of his career in patient care,” according to a 

news release.

Dr. Atkins is deputy director of the George-

town-Lombardi Comprehensive Cancer Cen-

ter, Washington, D.C. He is also professor of 

Oncology and Medicine (Hematology/Oncol-

ogy) at Georgetown University School of Med-

icine. He specializes in researching cancer 

immunotherapies, melanoma, renal cell car-

cinoma and predictive markers for response to 

biologic therapies.

“I rejoice in seeing my patients not just sur-

viving, but thriving,” Dr. Atkins said at the cere-

mony.

Also, during the gala, 14-year-old melano-

ma survivor Melanie Wightman was presented 

with the Courage Award, and melanoma sur-

vivor and Major League Baseball Hall of Famer 

Mike Schmidt shared his experience and why 

the MRF’s mission is crucial in continuing the 

fi ght against the disease.

matology, American Society of Laser Medicine 

and Surgery and several international societ-

ies. In addition, Dr. Battle is past chairman of 

the dermatology section of the National Medi-

cal Association and past president of the How-

ard University Medical Alumni Association. He 

is on the medical staff at Howard University Hos-

pital in the department of dermatology. 

The recipient of the Innovations in Skin of 

Color Dermatology Award, given by the Jour-

nal of Drugs in Dermatology, is nominated and 

chosen through the recommendation of a 

panel of senior national thought-leaders in der-

matology, a committee of dermatology practi-

tioners and several industry leaders.

|  Eliot F. Battle, Jr., M.D., (left), CEO and co-founder of 
Cultura Cosmetic Dermatology and Laser Center in 
Washington, D.C., received the Innovations in Skin of 
Color Dermatology Award from the Journal of Drugs 
in Dermatology at the Skin of Color Seminar Series 
held in May in New York. The award was presented by 
Andrew F. Alexis, M.D., MPH, (right) chair of dermatol-
ogy at Mount Sinai St. Luke’s and Mount Sinai West in 
New York. (Photo courtesy of the Skin of Color Seminar Series, James Dick 

photographer.)

ELIOT BATTLE, M.D., RECEIVES INNOVATIONS 
IN SKIN OF COLOR DERMATOLOGY AWARD
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This Brief Summary does not include all the information needed to use IMPOYZ safely and correctly. See full Prescribing Information.

IMPOYZ (clobetasol propionate) Cream, 0.025%, for topical use

INDICATIONS AND USAGE

IMPOYZ Cream 0.025% is indicated for the treatment of moderate to severe plaque psoriasis in patients 18 years of age and older.

DOSAGE AND ADMINISTRATION

Apply a thin layer of IMPOYZ Cream to the affected skin areas twice daily and rub in gently and completely. Use IMPOYZ Cream for up to 2 consecutive weeks of treatment. Treatment beyond 2 consecutive weeks is not 

recommended, and the total dosage should not exceed 50 g per week because of the potential for the drug to suppress the hypothalamic-pituitary-adrenal (HPA) axis [see Warnings and Precautions (5.1)]. Discontinue IMPOYZ 

Cream when control is achieved. Do not use if atrophy is present at the treatment site. Do not bandage, cover, or wrap the treated skin area unless directed by a physician. Avoid use on the face, scalp, axilla, groin, or other inter-

triginous areas. IMPOYZ Cream is for topical use only. It is not for oral, ophthalmic, or intravaginal use. Wash hands after each application.

DOSAGE FORMS AND STRENGTHS

Cream, 0.025%: each gram contains 0.25 mg of clobetasol propionate in a white to off-white cream base.

CONTRAINDICATIONS. None

WARNINGS AND PRECAUTIONS

Effects on the Endocrine System: IMPOYZ Cream can cause reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with the potential for glucocorticosteroid insufficiency. This may occur during treatment or after 

withdrawal of treatment. Because of the potential for systemic absorption, use of topical corticosteroids, including IMPOYZ Cream, may require that patients be evaluated periodically for evidence of HPA axis suppression. 

Factors that predispose a patient to HPA axis suppression include the use of high-potency steroids, large treatment surface areas, prolonged use, use of occlusive dressings, altered skin barrier, liver failure, and young age. 

Evaluation for HPA axis suppression may be done by using the adrenocorticotropic hormone (ACTH) stimulation test. In a trial evaluating the effects of IMPOYZ Cream on the HPA axis, subjects with plaque psoriasis applied 

IMPOYZ Cream twice daily to at least 20% of involved Body Surface Area (BSA) for 15 days. Abnormal ACTH stimulation tests suggestive of HPA axis suppression were seen in 3 of 24 (12.5%) subjects on IMPOYZ Cream 

[see Clinical Pharmacology (12.2)]. In another trial to evaluate the effects of IMPOYZ Cream on the HPA axis, subjects with moderate to severe plaque psoriasis applied IMPOYZ Cream twice daily to at least 25% of involved 

BSA for 28 consecutive days. Abnormal ACTH stimulation test suggestive of HPA axis suppression was seen in 8 of 26 (30.8%) of subjects on IMPOYZ Cream. If HPA axis suppression is documented, gradually withdraw the 

drug, reduce the frequency of application, or substitute with a less potent corticosteroid. If signs and symptoms of steroid withdrawal occur, supplemental systemic corticosteroids may be required. Recovery of HPA axis function 

is generally prompt and complete upon discontinuation of topical corticosteroids. Systemic effects of topical corticosteroids may also manifest as Cushing’s syndrome, hyperglycemia, and glucosuria. These complications are rare 

and generally occur after prolonged exposure to larger than recommended doses, particularly with high-potency topical corticosteroids. Use of more than one corticosteroid-containing product at the same time may increase the 

total systemic exposure to topical corticosteroids. Minimize the unwanted risks from endocrine effects by mitigating risk factors favoring increased systemic bioavailability and by using the product as recommended [see Dosage 

and Administration (2)]. Pediatric patients may be more susceptible to systemic toxicity because of their larger skin surface to body mass ratios [see Use in Specific Populations (8.4)].  

Local Adverse Reactions with Topical Corticosteroids 

Local adverse reactions from topical corticosteroids may include atrophy, striae, telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact derma-

titis, secondary infection, and miliaria. These may be more likely to occur with occlusive use, prolonged use, or use of higher potency corticosteroids, including IMPOYZ Cream. Some local adverse reactions may be irreversible. 

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

adequately treated. Allergic Contact Dermatitis: Allergic contact dermatitis with corticosteroids is usually diagnosed by observing failure to heal rather than noting a clinical exacerbation. Such an observation should be corrob-

orated with appropriate diagnostic patch testing. If irritation develops, discontinue the topical corticosteroid and institute appropriate therapy.

ADVERSE REACTIONS

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug, and may not reflect 

the rates observed in practice. IMPOYZ Cream was evaluated in two randomized, multicenter, prospective, vehicle-controlled clinical trials in subjects with moderate to severe plaque psoriasis. Subjects applied IMPOYZ Cream 

or vehicle cream twice daily for 14 days. A total of 354 subjects applied IMPOYZ Cream and 178 subjects applied vehicle. The adverse reaction that occurred in at least 1% of subjects treated with IMPOYZ Cream and at a 

higher incidence than in subjects treated with vehicle cream was application site discoloration (2% versus 1%). Less common local adverse events occurring in < 1% of subjects treated with IMPOYZ Cream were application site 

atrophy, telangiectasia and rash.

Postmarketing Experience

The following adverse reactions have been identified during post-approval use of clobetasol propionate: striae, irritation, dryness, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary 

infection, hypertrichosis, and miliaria. 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.

USE IN SPECIFIC POPULATIONS

Pregnancy: Risk Summary There are no available data on IMPOYZ Cream in pregnant women to inform a drug-associated risk for adverse developmental outcomes. Published data report a significantly increased risk of low 

birthweight with the use of greater than 300 grams of potent or very potent topical corticosteroid during a pregnancy. Advise pregnant women of the potential risk to a fetus and to use IMPOYZ Cream on the smallest area of skin 

and for the shortest duration possible (see Data). In animal reproduction studies, increased malformations, such as cleft palate and skeletal abnormalities, were observed after subcutaneous administration of clobetasol propionate 

to pregnant mice and rabbits. No comparisons of animal exposure with human exposure are provided due to minimal systemic exposure noted after topical administration of IMPOYZ Cream [see Clinical Pharmacology (12.3)]. 

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general popula-

tion, the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Human Data

Multiple observational studies found no significant associations between maternal use of topical corticosteroids of any potency and congenital malformations, preterm delivery, or fetal mortality. However, when the dispensed 

amount of potent or very potent topical corticosteroid exceeded 300 g during the entire pregnancy, use was associated with an increase in low birth weight infants [adjusted RR, 7.74 (95% CI, 1.49–40.11)]. In addition, a small  

cohort study, in which 28 sub-Saharan women using potent topical corticosteroids (27/28 used clobetasol propionate 0.05%) for skin lightening during pregnancy, noted a higher incidence of low birth weight infants in the 

exposed group. The majority of exposed subjects treated large areas of the body (a mean quantity of 60 g/month (range, 12–170g) over long periods of time.

Animal Data

In an embryo fetal development study in mice, subcutaneous administration of clobetasol propionate resulted in fetotoxicity at the highest dose tested (1 mg/kg) and malformations at the lowest dose tested (0.03 mg/kg). Malfor-

mations seen included cleft palate and skeletal abnormalities. In an embryofetal development study in rabbits, subcutaneous administration of clobetasol propionate resulted in malformations at doses of 0.003 and 0.01 mg/kg. 

Malformations seen included cleft palate, cranioschisis, and other skeletal abnormalities.

Lactation: Risk Summary There is no information regarding the presence of clobetasol propionate in breast milk or its effects on the breastfed infant or on milk production. Systemically administered corticosteroids appear in 

human milk and could suppress growth, interfere with endogenous corticosteroid production, or cause other untoward effects. It is not known whether topical administration of clobetasol propionate could result in sufficient  

systemic absorption to produce detectable quantities in human milk. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for IMPOYZ Cream and any potential 

adverse effects on the breastfed infant from IMPOYZ Cream or from the underlying maternal condition. Clinical Considerations: To minimize potential exposure to the breastfed infant via breast milk, use IMPOYZ Cream on  

the smallest area of skin and for the shortest duration possible while breastfeeding. Advise breastfeeding women not to apply IMPOYZ Cream directly to the nipple and areola to avoid direct infant exposure.

Pediatric Use: The safety and effectiveness of IMPOYZ Cream in patients younger than 18 years of age have not been established; therefore, use in children younger than 18 years is not recommended. Because of a higher ratio 

of skin surface area to body mass, pediatric patients are at a greater risk than adults of systemic toxicity, including HPA axis suppression, when treated with topical drugs [see Warnings and Precautions (5.1)]. Rare systemic tox-

icities such as Cushing’s syndrome, linear growth retardation, delayed weight gain, and intracranial hypertension have been reported in pediatric patients, especially those with prolonged exposure to large doses of high potency 

topical corticosteroids. Local adverse reactions including striae and skin atrophy have also been reported with use of topical corticosteroids in pediatric patients. Avoid use of IMPOYZ Cream in the treatment of diaper dermatitis. 

Geriatric Use: Clinical studies of IMPOYZ Cream did not include sufficient numbers of subjects aged 65 and over to determine whether they respond differently from younger subjects. Other reported clinical experience with 

topical corticosteroids has not identified differences in responses between the elderly and younger patients. NONCLINICAL TOXICOLOGY Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term animal studies 

have not been performed to evaluate the carcinogenic potential of clobetasol propionate cream. In a 13-week repeat dose toxicity study in rats, topical administration of clobetasol propionate cream, 0.001, 0.005 and 0.025 % at 

corresponding doses of 0.004, 0.02 and 0.1 mg/kg/day resulted in corticosteroid class-related systemic effects such as reductions in body weight gain, reductions in total leukocytes and individual white cells, decrease in weight 

of adrenals, thymus, spleen, liver and lung. Histologically, there were decreased hematopoiesis in the bone marrow, thymic atrophy and mast cell infiltration of the mesenteric lymph nodes. All these effects were indicative of 

severe immune suppression consistent with long-term exposure to corticosteroids. A no observable adverse effect level (NOAEL) was determined to be clobetasol propionate cream, 0.001% (0.004 mg/kg/day) in male rats while 

a NOAEL could not be determined in females. The clinical relevance of the findings in animals to humans is not clear, but sustained glucocorticoid-related immune suppression may increase the risk of infection and possibly the 

risk of carcinogenesis. Clobetasol propionate was not mutagenic in three different test systems: the Ames test, the Saccharomyces cerevisiae gene conversion assay, and the E. coli B WP2 fluctuation test. Fertility studies conduct-

ed in the rat following subcutaneous administration of clobetasol propionate at dosage levels up to 0.05 mg/kg/day revealed that females exhibited an increase in the number of resorbed embryos and a decrease in the number of 

living fetuses at the highest dose.

Manufactured by DPT Laboratories Ltd. San Antonio, TX 78215 For Encore Dermatology, Inc. Scottsdale, AZ 85254  

© 2018 Encore Dermatology, Inc., Malvern, PA 19355    IMPOYZ is a trademark of Encore Dermatology, Inc. 

www. encorederm.com 
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FDA APPROVES TAFINLAR WITH MEKINIST FOR MELANOMA

THE U.S. FOOD AND DRUG ADMINISTRATION 

recently approved Novartis’ Tafi nlar (dabrafenib) 

with Mekinist (trametinib) for adjuvant treatment of 

melanoma with BRAF V600E and V600K mutations.

The combination treatment is approved 

in patients with melanoma that has spread to 

the lymph nodes, and who also have the BRAF 

V600E/K mutation-positive gene. 

“Today’s FDA approval is an important mile-

stone for patients who previously had limited 

treatment options in the adjuvant setting,” said 

Novartis Oncology CEO Liz Barrett, “and refl ects 

our commitment to the ongoing development of 

this breakthrough treatment.”

The approval for this indication came after 

fi ndings from the COMBI-AD phase three study of 

870 patients with stage 3 BRAF V600E/K mutation-

positive melanoma who were treated with the 

drug combination after complete surgical resec-

tion. Patients were given Tafi nlar (150 mg BID) 

+ Mekinist (2 mg QD) combination (n=438) or 

matching placebos (n=432). Those who received 

the combination therapy demonstrated a sig-

nifi cantly reduced risk of disease recurrence or 

death by 53% , compared to placebo (HR: 0.47 

[95% CI: 0.39-0.58]; p<0.0001). 

Researchers noted relapse-free survival benefi t 

across all patient subgroups for those in the combi-

nation arm, including disease substage. Results of 

the study were published in the October 2017 issue 

of the New England Journal of Medicine.

Tafi nlar and Mekinist were fi rst approved for 

treatment of metastatic melanoma in 2013.

CIMZIA ONE STEP CLOSER TO MARKETPLACE IN THE UK

RESULTS FROM a phase four trial demonstrated that Epiduo 

Forte Gel (adapalene 0.3%, benzoyl peroxide 2.5%, Galder-

ma) decreased active acne lesions, and thus, may reduce 

the risk of acne scarring, according to a news release.

The OSCAR trial is a multicenter, randomized, investigator-

blinded, vehicle-controlled, intra-individual study aimed at 

studying the effi cacy of Epiduo Forte in the treatment of mod-

erate-to-severe acne. Over 24 weeks versus vehicle (p<0.0001), 

there was demonstrated acne lesion reduction as soon as the 

fi rst week. After 24 weeks, a larger percentage of patients treat-

ed with gel had Investigator’s Global Assessment of clear or 

almost (64.2% vs. 19.4% vehicle, p<0.0001). The effi cacy in acne 

lesion treatment over a short time frame means a reduced 

risk of atrophic acne 

scarring, according to 

the company. The over-

all Scar Global Assess-

ment improved by week 

24 in portions of patients’ faces that were treated with the gel 

(32.9% clear/almost clear vs. 16.4% vehicle, p<0.01. Further, the 

company reported that in a patient satisfaction survey more 

than 90% of patients treated with Epiduo Forte compared to 

59% treated with vehicle were satisfi ed to very satisfi ed.

“While signifi cant advances have been made in treating 

acne, there is an unmet need to understand how we can 

best reduce the risk of acne scarring,” Jerry Tan, M.D., said in 

the news release. 

He is a paid Galderma consultant, principal investiga-

tor of the OSCAR trial and a fellowship certifi ed specialist in 

dermatology, University of Western Ontario. “Results from 

the OSCAR study show that treating acne lesions early and 

effectively with Epiduo Forte Gel can reduce the risk of atro-

phic acne scars.”

Results of the study were published in the American Jour-

nal of Clinical Dermatology.

EPIDUO FORTE SHOWS REDUCED ACNE 
LESIONS, RISK OF SCARRING IN TRIAL DATA

UCB’S CIMZIA (certolizumab pegol) was rec-

ommended for approval by the European 

Committee for Medicinal Products (CHMP) for 

the treatment of adult patients with moderate-

to-severe plaque psoriasis.

A phase three clinical development program 

was composed of CIMPASI-1, CIMPASI-2 and 

CIMPACT, according to a news release. The trials 

included more than 1,000 patients. 

In CIMPASI-1 and CIMPASI-2, patients 

achieved 75% or greater disease improve-

ment from baseline within 16 weeks. In CIM-

PACT, patients achieved 75% or greater disease 

improvement within 12 weeks.

“Cimzia demonstrated statistically signifi -

cant improvements for all primary and coprima-

ry endpoints compared to placebo at all treat-

ment doses, and the clinical benefi t was main-

tained through to week 48,” according to the 

company.

This approval marks UCB’s step into immuno-

dermatology. Cimzia is the fi rst PEGylated anti-

TNF agent to earn a positive CHMP recommen-

dation for use in moderate-to-severe plaque 

psoriasis. The drug also recently received a label 

update by the European Medicines Agency for 

use during pregnancy and breastfeeding.

“This new indication is particularly relevant 

following the Cimzia label update for pregnan-

cy and breastfeeding, as a signifi cant portion of 

patients with moderate-to-severe plaque pso-

riasis are women,” said Emmanuel Caeymaex, 

head of Immunology and executive vice presi-

dent, Immunology Patient Value Unit, said in the 

news release.

An endorsement by the European Commission 

for Cimzia is expected in the second quarter of 2018.

https://www.epiduoforte.com/about-epiduo-forte
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Optimal symptom management falls 

short for about three in 10 patients

Derm consults improve 

cellulitis outcomes

Timely inpatient consults 

can reduce morbidity, 

length of hospital stay and 

unnecessary antibiotic use.

Consults within 24 hours of 

hospitalization signifi cantly 

decreased length of IV 

antibiotic, one study found.

Consults associated with 

signifi cant fi nancial savings 

in cellulitis cases, a second 

study found.

ILYA PETROU, M.D. | Staff  Correspondent

T
imely dermatology consults in an inpatient set-
ting can have a positive impact on the outcomes 
of patients with cellulitis or presumed cellulitis, 
helping to reduce patient morbidity, the length 

of hospital stay, as well as the unnecessary use of antibiot-
ics, lowering overall healthcare costs, two recent studies 
indicate. This data among a backdrop of growing litera-
ture underscores the clinical importance and cost-eff ec-
tive value of dermatology consults in the hospital setting.

Although considered to be a relatively common bacte-
rial infection of the skin, cellulitis can have many mimick-
ers that can fool the unsuspecting physician, often lead-
ing to misdiagnoses and possibly further to prolonged and 
inappropriate therapy. 

In one randomized clinical study in patients hospital-
ized with presumed cellulitis1, researchers found that a der-
matology consult that occurred within 24 hours of hospi-
talization led to a signifi cant decrease in length of intra-
venous antibiotic treatment. In addition to helping physi-
cians improve wound care recommendations and address 
modifi able risk factors for cellulitis in study patients, the 
trial also showed dermatology specialists identifi ed pseu-
docellulitis in over 30% of cases, underscoring the high 
rate of misdiagnoses of cellulitis in primary care medicine. 

Another randomized clinical trial in patients with pre-
sumed cellulitis evaluated the impact of early dermatology 
consultation on both clinical and economic outcomes2. 
Results showed early dermatology consultation could iden-
tify those patients without cellulitis and decrease the length 
of their hospital stay. In addition, dermatology consulta-
tion was associated with signifi cant fi nancial savings for 
each case of presumed cellulitis. When extrapolating the 
data nationally, researchers found that dermatology con-
sultation could lead to a reduction of 97,000 to 256,000 
inpatient days, 34,000 to 91,000 patients avoiding unnec-
essary antibiotic treatment, amounting up to $210 million 

in net cost savings annually. 
Cellulitis is more diffi  cult to diagnose than many real-

ize because there are mimickers of cellulitis that are fairly 
common ranging from stasis dermatitis to allergic contact 
dermatitis, and most of them are more commonly seen in 
dermatology practices. Therefore, primary care physi-
cians and internists might not have as much experience 
with some of the mimickers of cellulitis, which may explain 
the frequency of misdiagnoses seen. 

“The question is what constitutes a gold standard diag-
nosis confi rming cellulitis. Most cases of cellulitis are cul-
ture negatives and there isn’t any defi nitive imaging in many 
cases that can be used to hone in on the correct diagnosis. 
A lot of times, the diagnosis is made based on upon a con-
stellation of clinical features and clinician judgement in 
the individual case scenario,” said Misha A. Rosenbach, 
M.D., associate professor of dermatology and director of 
the inpatient dermatology service at the hospital of the 
University of Pennsylvania, Philadelphia. “In the derma-
tology literature there are more and more well-done stud-
ies and publications demonstrating that cellulitis seems to 
be a fairly common misdiagnosis,” Dr. Rosenbach added.

According to Dr. Rosenbach, getting 
the diagnosis right from the start can help 
avoid the unnecessary use of antibiotics 
and their associated costs, and potential 
drug reactions, antibiotic resistances, 
and antibiotic complications in patients. 

In view of the high frequency of cellulitis being misdiag-
nosed in primary care facilities, Dr. Rosenbach suggests 
that primary care physicians slow down and think twice 
when mulling over potential diff erential diagnoses before 
jumping to a quick diagnosis of cellulitis, especially when 
carefully considering the particular presentation of cellu-
litis symptoms.

Dr. Rosenbach

CONSULTS CONTINUES ON PAGE 33f
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T
he recommended use of antihistamines for 
chronic urticaria have been updated in the most 
recent installment of treatment guidelines writ-
ten by a European and American work group.

Published in the journal Allergy in January 2018, this 
marks the fourth update by the group since 2006. The 
updated European guidelines were written in collabo-
ration with the European Academy of Allergology and 
Clinical Immunology (EAACI), the EU-founded network 
of excellence, the Global Allergy and Asthma European 
Network (GA2LEN), the European Dermatology Forum 
(EDF), and the World Allergy Organization (WAO). The 
American Academy of Dermatology, American Academy 
of Allergy Asthma and Immunology (AAAAI) and the 
American College of Allergy Asthma and Immunology 
(ACAAI) also participated in the review and update. Pre-
viously in 2014, the American group, along with the Joint 
Council of Allergy Asthma and Immunology, published 
guidelines (call “Practice Parameters”) in the Journal of 
Allergy and Clinical Immunology.

Based on the strength of the evidence available, the 
2017 guidelines makes strong or weak recommendations 
in favor of certain approaches, strong or weak recommen-

dations against other management options, 
or makes no recommendation if only insuf-
fi cient data or confl icting outcome data is 
available.

Speaking at the American Academy of 
Dermatology (AAD) annual meeting in Feb-
ruary, Diane R. Baker, M.D., a dermatol-

ogist in Oregon, addressed antihistamine use for chronic 
urticaria in her presentation. 

DISEASE DEFINITION

Both the updated global guidelines and the 2014 guide-
lines recommend the classifi cation of urticaria based on its 
duration as acute (≤ 6 weeks) or chronic length (> 6 weeks) 
and as inducible (specifi c eliciting factor such as cold, heat 

or sunlight involved) or spontaneous (no specifi c eliciting 
factor involved). Spontaneous urticaria (also referred to as 
idiopathic urticaria) and inducible urticaria (also referred 
to as physical urticarial) often co-exist in patients.

RECOMMENDATION:  GOAL

With more than 90% consensus, the 2017 guideline com-
mittee members agreed that complete symptom control 
should be the aim in treating urticaria, taking into con-
sideration as much as possible the safety of treatment and 
the quality of life of each individual patient.

RECOMMENDATION:  ANTIHISTAMINES

As in the 2014 guidelines, the 2017 guidelines continues 
to recommend a stepwise approach to treatment of chronic 
urticaria beginning with avoidance of triggers and treatment 
with a H

1
-antihistamine. Second-generation H

1
-antihista-

mines are recommended over fi rst-generation H
1
-antihis-

tamines because of their better safety profi le. While eff ec-
tive, fi rst-generation H

1
-antihistamines are associated with 

risks of sedation and anticholinergic eff ects. 
“Second generation agents are effi  cacious and are bet-

ter tolerated in most patients,” Dr. Baker said.
About 40-50% of patients with CSU will not respond 

to standard doses of H
1
-antihistamines. The next step 

would be to increase the dose of the second-generation 
H1-antihistamine. The guideline states that the major-
ity of patients with urticaria not responding to standard 
doses will benefi t from up-dosing of antihistamines and 
highlights studies that have documented the benefi t of 
using up to fourfold higher than licensed doses of ceti-
rizine, desloratadine, fexofenadine, levocetirizine, bilas-
tine, ebastine,  and rupatadine. Of these, only cetirizine, 
desloratadine, fexofenadine and levocetirizine are licensed 
for use in the United States.

In contrast to the 2014 guidelines, and because of insuf-
fi cient evidence in the literature, the 2017 revision does 

spotlight on 
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Recommended antihista-

mine use updated in recent 

treatment guidelines.

Complete symptom con-

trol should be the aim 

of treatment.

Use of systemic 

corticosteroids is generally 

to be avoided.

Chronic urticaria 
guidelines updated
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pared to older biologic psoriasis treat-
ments, investigators wrote. 

“Our analysis fi nds that the greater 
eff ectiveness of these drugs was not 
necessarily associated with an increase 
in cost. On the contrary, the cost-eff ec-
tiveness of the IL-17 inhibitors was 
better than for the older biologics,” 
the authors wrote.

“It seems that brodalumab is the 
best in terms of cost-eff ective clear-
ance of psoriasis. But it may not have 
the most utility in the real-world set-
ting because each payer is diff erent 
– they may have more discounts for 
one drug versus another that would 
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Breaking down drug costs
Study compares biologics by time it takes to achieve favorable resonse

JOHN JESITUS | Staff  Correspondent

A 
new study shows that bro-
dalumab is the least expen-
sive biologic option with 
high effi  cacy for moder-

ate-to-severe plaque psoriasis in the 
United States.

The study, which was published in 
the May 7 online issue of the Journal 
of Dermatological Treatment, com-
pares the cost of brodalumab, adali-
mumab, ixekizumab, secukinumab 
and ustekinumab to the cost of treat-
ment by the amount of time it takes to 
achieve favorable responses of PASI 
75, 90 and 100.

Using data published in March 
2017 in the journal Drugs in R&D, 
researchers led by Jashin J. Wu, Kai-
ser Permanente Los Angeles Medi-
cal Center, Los Angeles, found that 
of 38 clinical trials analyzed, the 
total annual costs to a health plan per 
patient with adalimumab, brodalu-
mab, ixekizumab, secukinumab 
and ustekinumab were estimated at 
$51,246, $38,538, $65,484, $57,510 
and $57,013, respectively.

Not only was brodalumab more 
cost-effective than drugs studied 
from the TNF inhibitor and IL-12/23 
inhibitor classes, said Wu et al., but the 
IL-17 inhibitor class as a whole outper-
formed adalimumab and ustekinumab 
in the analysis. Among the three IL-17 
inhibitors approved by the FDA, they 
added, ixekizumab and secukinumab 
had 1.6-fold higher annual per-patient 
costs than brodalumab did for achiev-
ing PASI 75. At PASI 90, they added, 
a poster study published in SKIN – 
The Journal of Cutaneous Medi-
cine showed the recently approved 
IL-23 inhibitor guselkumab to have 
an annual cost of $101,536, which is 
nearly twice brodalumab’s estimated 
annual PASI 90 cost.

The high effi  cacy rates and relatively 
low toxicity of targeted biologic drugs for 

BIOLOGIC CONTINUES ON PAGE 34f

Study fi nds brodalumab 

to be most cost effective.  

Il-17 inhibitor class as 

a whole outperformed 

adalimuab and ustekinuab.

Study may help clinicians, 

patients and payers make 

decisions about the most 

cost-effective biologic 

treatment for moderate-to-

severe psoriasis.

psoriasis have dramatically improved 
patients’ lives, particularly when com-
pared to older small-molecule agents that 
carried fairly signifi cant organ toxici-
ties, investigators noted. But this rev-
olution in psoriasis management has 
come at the cost of higher drug prices.

And even after treatment with ear-
lier biologic drugs, a study published 
in the Journal of the American Acad-
emy of Dermatology showed that many 
patients still had moderate-to-severe 
disease and associated productiv-
ity losses. The IL-17 pathway inhib-
itors — brodalumab, ixekizumab and 
secukinumab — represent newer bio-
logics with higher response rates com-

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

ANNUAL HEALTH PLAN 

COSTS OF BIOLOGICS 

PER PATIENT

$
51,246  vs. 

$
284,702

ADALIMUMAB

$
38,538  vs. 

$
87,585

BRODALUMAB

$
65,484  vs. 

$
176,983

IXEKIZUMAB

$
57,510  vs. 

$
205,393

SECUKINUMAB

$
57,013  vs. 

$
366,645

USTEKINUMAB

MEAN ANNUAL 

TREATMENT COSTS 

TO ACHIEVE PASI 100



DermatologyTimes®

JUNE 2018

24
clinical

Quick TAKES

Cellulitis  20        Chronic Urticaria  22        Biologics  23        HERPES ZOSTER        Shingles Vaccine  26        Psoriasis  31, 32

Results of previous 

studies are confl ict-

ing on whether bio-

logics increase risk 

of herpes zoster.

This study found no 

signifi cant increase 

in herpes zos-

ter risk for psoria-

sis patients on sys-

temic therapy.

Herpes zoster rates stay steady 
with biologics in psoriasis

A
mong patients with mod-
erate-to-severe psoriasis 
receiving systemic treat-
ment, risk of herpes zoster 

was not signifi cantly diff erent between 
patients treated with biologics vs those 
not treated with biologics, according to 
results of a large cohort study published 
in JAMA Dermatology.

There was also no significant dif-
ference in herpes zoster risk between 
those patients receiving systemic ther-
apy and those receiving no systemic ther-
apy, according to the researchers with 
Harvard Medical School and Kaiser Per-
manente Northern California.

“Our results suggest that among sys-
temically treated psoriasis patients, bio-
logics may preferentially inhibit immune 
mechanisms specifi c for bacterial defense 
while sparing cell-mediated immune 
responses specifi c for maintaining var-
icella zoster virus (VZV) latency,” wrote 
the researchers, who included Kather-
ine A. Levandoski, B.S., Charles P. Que-
senberry, Ph.D., Ai-Lin Tsai, M.A., and 
Maryam M. Asgari, M.D., M.P.H.

The latent varicella zoster virus causes 
herpes zoster, with risk increasing as cell-

mediated immunity wanes secondary to 
immunosuppression and advancing age, 
the investigators noted.

To date, there are few data available 
on the risk of herpes zoster among pso-
riasis patients receiving biologics, and 
results of previous studies are confl icting 
as to whether such agents could increase 
risk, they said.

To determine how systemic agents, 
biologics in particular, might impact her-
pes zoster incidence rates, Dr. Levan-
doski and colleagues studied adult health 
plan members with psoriasis diagnosed 
between 1998 and 2011 at Kaiser Per-
manente Northern California (KPNC), 
an integrated healthcare delivery system 
with more than four million members. 

Participants were followed through 
December 31, 2012, for incident herpes 
zoster, which was defi ned by specifi c pro-
vider-rendered ICD-9 diagnosis codes, 
according to the authors. Among 5,889 
participants in the cohort who had sys-
temically treated psoriasis, 291 received 
a herpes zoster diagnosis during a mean 
follow-up of 5.3 person years.

Overall, there was a statistically non-
signifi cant increase in herpes zoster risk, 

with crude incidence rates of 8.6 (95% 
CI, 7.1-10.0) for those on no systemic 
therapy and 10.2 (95% CI, 8.6-11.8) for 
those on systemic therapy, data show.

After adjusting for age and sex, there 
were no signifi cant diff erences between 
groups, with an adjusted IR of 6.1 (95% 
CI, 4.1-8.1) for no systemic therapy, ver-
sus 8.1 (95% CI, 5.3-11.0) for any sys-
temic therapy, investigators reported. 
Likewise, IRs were not signifi cantly dif-
ferent for biologics only (7.8; 95% CI, 
4.1-11.5) versus nonbiologics only (8.9; 
95% CI, 4.1-13.6).

“Crude point estimates did not sug-
gest an increased herpes zoster risk in 
systemically treated patients with psori-
asis, and we found no signifi cant diff er-
ences in herpes zoster risk among those 
exposed to biologic vs nonbiologic ther-
apy after adjusting for age and sex,” inves-
tigators commented in their report.

While these results are limited due to 
lack of data on disease severity, among 
other factors, investigators said they are 
similar to data from another recently pub-
lished retrospective cohort study by Sha-
lom and colleagues in which there was 
no signifi cant association between sin-
gle-agent biologics and adjusted herpes 
zoster risk in patients with psoriasis.

In that study, based on 500,000 per-
son-years from the administrative data-
base of the largest public health care pro-
vider organization in Israel, multivariate 
analysis found no association between 
treatment with biologics, cyclosporine, 
methotrexate, or phototherapy and her-
pes zoster risk.

By contrast, the combination of bio-

ANDREW D. BOWSER | Staff  Correspondent

HERPES CONTINUES ON PAGE 26f

Our results suggest that among systemically treated 
psoriasis patients, biologics may preferentially inhibit 
immune mechanisms specifi c for bacterial defense 
while sparing cell-mediated immune responses specifi c 
for maintaining varicella zoster virus (VZV) latency.”
Katherine A. Levandoski, BS, Charles P. Quesenberry, Ph.D., Ai-Lin Tsai, MA, and Maryam M. Asgari, M.D., MPH
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Vaccine effi cacy 

was found to be 

90% for all 

age groups.

No other vaccines 

have performed 

as well for older 

patients.

Protection may last 

past three years.

Shingles vaccine can last 
three years, study shows

I
mmune responses to the latest 
shingles vaccine (Shingrix) last 
for at least three years following 
vaccination. The robust immune 

responses develop and persist in all age 
groups, according to a recent study in 
The Journal of Infectious Diseases.

In the study, Australian researchers 
show that the vaccine stimulates pro-
duction of CD4 T cells to generate the 
robust and sustained response. The 
24-fold increase in T cells induced by 
the new vaccine is 12 times higher than 
that for other less eff ective shingles vac-
cines, according to lead researchers Tony 
Cunningham, from the Westmead Insti-
tute for Medical Research in Sydney.

Humoral immunogenicity was 
assessed in 3,293 adults and cell-medi-
ated immunogenicity in 466 adults who 
received two doses of the herpes zoster 

subunit vaccine as part of two clinical 
trials, one testing the vaccine in adults 
50 years or older and the other in adults 
70 years or older. A humoral response 
was achieved by 97.8% of the vaccine 
recipients compared with 2% of placebo 
recipients.

Antibody concentrations remained 
above the humoral response threshold 
in 77% of vaccines at 36 months follow-
ing dose 2. 

“Humoral responses were elevated 
in all age groups, with anti-gE geomet-
ric mean concentrations only slightly 
smaller in participants 70 years and older 
throughout the 36 months of observa-
tion,” the investigators wrote.

The cell-mediated immunity response 
rate was 93.3% one month after the sec-
ond dose, and then decreased to 57.2% at 
12 months and remained stable through 

three years.
The vaccine effi  cacy was about 90% 

for all age groups. 
“This is quite remarkable because 

there are no other vaccines that per-
form nearly so well for people in their 
70s and their 80s,” said Dr. Cunning-
ham in a prepared statement. “What’s 
particularly exciting, though, is that 90% 
of recipients had an increased immune 
response sustained across the three-year 
duration of the study. We anticipate that 
this protection will actually last much, 
much longer.” e

Reference

Anthony L. Cunningham, Thomas C. Heineman, 

Himal Lal, et al. “Immune Responses to a Recombi-

nant Glycoprotein E Herpes Zoster Vaccine in Adults 
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logics and methotrexate was signifi cantly 
associated with an increased herpes zos-
ter incidence, leading Shalom and col-
leagues to suggest in their report that 
physicians might want to consider off er-
ing preventive vaccine to some patients 
receiving combination treatment.

SUMMARY

To date, there have been limited data on 
the risk for herpes zoster in patients with 
psoriasis treated with biologic medica-
tions or other systemic treatments.

This study shows no signifi cant diff er-
ences in risk of herpes zoster for patients 
treated with biologics versus those treated 
with other systemic therapies.

The fi ndings appear to corroborate 
an earlier report showing no association 
between single-agent biologic treatment 
and herpes zoster risk. e

Disclosures: Study authors received 
research funding from Pfi zer Inc and Valeant 
Pharmaceuticals. This study was supported 
in part by grants from the National Institutes 
of Health and Pfi zer Inc., which had no role 

in any aspect of study design, conduct, analy-
sis, or manuscript development.
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O
ptimal management of 
psoriasis symptoms falls 
short for about three in 10 
patients with moderate 

plaque psoriasis and one in fi ve with 
severe psoriasis. 

Solutions to close those gaps include 
better drug selection. But a big part has 
to do with addressing patient adher-
ence issues, which can be accom-

plished when der-
matologists develop 
strong therapeu-
tic alliances with 
patients, accord-
ing to an article in 

the March supplement of Seminars 
in Cutaneous Medicine and Surgery. 

Practical strategies can help derma-
tologists and other providers develop 
the alliances, optimizing psoriasis 
management, they write. 

Study author April W. Armstrong, 
M.D., M.P.H., tells Dermatology Times
that one of the primary reasons patients 
don’t achieve optimal management of 
their psoriasis is that they may not be 
aware of available, highly effi  cacious 
treatment options. 

In other cases, patients are con-
cerned about the adverse eff ects from 
some medications because they lack 
complete information about the risks 
versus benefi ts of today’s treatments. 

“Therefore, it is important that cli-
nicians and patients strive to obtain 
accurate and complete information 
regarding [risks and benefits] for 
any medication in order to make an 
informed decision regarding ther-
apies,” says Dr. Armstrong, who is 

associate dean for clinical research 
at Keck School of Medicine, Univer-
sity of South California, Los Angeles.

Still another common reason 
patients do not adhere to treatments is 
thinking they can stop or change treat-
ment because their psoriasis improves. 
The problem is many current medi-
cations require long-term treatment, 
she says. 

ONE REMEDY:

THERAPEUTIC ALLIANCE

Patient adherence to psoriasis treat-
ment is especially challenging with top-
ical medications. One study of 1,200 
psoriasis patients found nearly three 
quarters did not use the topical ther-
apy the way it was intended.

“Owing to their fast-acting effi  cacy 
and less-frequent administration, bio-
logics do not have the same adherence 
issues that other psoriasis therapies 
have,” the authors write. 

In fact, one study found nearly 100% 
adherence to biologics versus 93% for 
phototherapy and 75% for topical pso-
riasis treatment. 

The dermatologist’s role in a strong 
therapeutic alliance is understand-
ing a patient’s expectations from treat-
ment and treatment preferences; then, 
designing treatment based on those.

There is no one-size fi ts all approach 
when it comes to psoriasis treatment, 
the authors write. And dermatolo-
gists need to ask patients what about 
treatment is most important to them, 
including ranking options, such as 
rapid results, convenience, risk and 
adverse eff ects or treatment at home 

versus the clinic. 
Communicating to build the alli-

ance takes time and follow-up. In a 
survey of 26 dermatologists and 50 
patients, researchers found most der-
matologists spent fi ve to 10 minutes 
on the fi rst psoriasis treatment con-
sultation. Patients surveyed indicated 
dermatologists need to spend more 
time explaining treatment. 

Careful follow-up, or close moni-
toring, can signifi cantly reduce non-
adherence, researchers have found. 

“For patients with mild-to-moder-
ate psoriasis who are prescribed top-
ical therapy, a follow-up visit at one 
month is prudent,” the authors write. 

But for patients starting on a sys-
temic medication, it is important to 
follow-up immediately, to ensure those 
patients have no additional questions 
regarding injections, risks and bene-
fi ts, Dr. Armstrong says. 

“The providers can consider length-
ening the visit intervals after the patient 
feels comfortable taking the medica-
tion and the psoriasis has improved 
substantially,” she says.

The authors suggest that once pso-
riasis patients and dermatologists have 
established a preferred treatment plan, 
dermatologists should provide patients 
with written instruction and clearly set 
expectations from treatment, includ-
ing timelines for improvement, poten-
tial side eff ects and when to let der-
matologists know about potential side 
eff ects. If dermatologists use off -label 
dosing, they need to address that with 
patients, too, in order to avoid confu-

Relief eludes three in fi ve 

patients with moderate 

disease and one in fi ve 

with severe disease.

Patients surveyed indicated 

dermatologists need 

to spend more time 

explaining treatment.

Written instructions 

should follow discussion.

Psoriasis control
Optimal symptom management falls short
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T
he f ixed combination 
halobetasol and tazar-
otene topicals signif i-
cantly reduced psoriasis 

severity with a favorable safety profi le 
in two phase three studies, shows a 
study published in the Journal of the 
American Academy of Dermatology.

 Investigational halobetasol/tazaro-
tene (Duobrii, Ortho Dermatologics) 
combines a potent steroid and topical 
retinoid. It is the fi rst fi xed combina-
tion of halobetasol (.01 percent) and 
tazarotene (.0045 percent).

“Both of these 
dr ugs, indepen-
dently, have been 
shown to be f irst 
line therapies for the 
treatment of plaque 

psoriasis. We have used them in com-
bination in the past to treat psoriasis 
because they work by diff erent mech-
anisms of action,” said Linda Stein 
Gold, M.D., of the Henry Ford Health 
system in Detroit.

This f ixed topical is a lotion, 
applied once daily. Researchers 
tested halobetasol/tazarotene against 
each of its individual ingredients, as 
well as its vehicle in a phase two trial, 
results of which were published in 
March 2017 in the Journal of Drugs 
in Dermatology. 

 “We found that the combination 
drug was not just better than the two 
[individual drugs], but there appeared 
to have a synergistic eff ect — mean-
ing that it was even greater than the 
added eff ects of the individual ingre-
dients,” Dr. Stein Gold said.

 Researchers conducted two mul-
ticenter, double-blind, randomized, 
parallel-group phase three studies. In 
both studies, 418 subjects, 18 years 
and older with moderate-to-severe 
plaque psoriasis received either the 
combination drug or vehicle. Sub-
jects applied the topical once daily 
for eight weeks. Researchers assessed 
outcomes to 12 weeks.

 “What we found in each of the 
phase three trials was that the fi xed 
combination was statistically better 
than the vehicle at the effi  cacy endpoint 
of eight weeks. Then, we did a four-
week follow up to see what happened to 
patients when they go off  drug. At the 
end of eight weeks, we found that the 
number of patients who got to clear or 
almost clear, from either moderate or 
severe disease, was between 35.8 per-
cent and 45.3 percent. This was sta-
tistically better than what we saw with 
vehicle alone,” Dr. Stein Gold said. 

 There appeared to be a mainte-
nance eff ect, or a durability of response 
for up to four additional weeks after 
the drug was stopped.

 In phase three studies, the most 
common treatment-related adverse 
events were contact dermatitis, in 
6.3%, pruritus, in 22%, and appli-
cation site pain, in 2.6%. There were 
no reported treatment-related serious 
adverse events.

HOW MIGHT THIS WORK IN 

PRACTICE?

The fixed-combination topical is 
one more tool the psoriasis treat-
ment toolbox. 

 “It’s certainly appropriate for any 
patient who has plaque psoriasis. It 
wouldn’t be appropriate to use in 
children, because it was only stud-
ied in adults. It should not be used in 
patients who are pregnant. But other 
than that, it would be appropriate for 
anybody who has stable plaque pso-
riasis,” she says. 

 Once approved, dermatologists 
might use halobetasol/tazarotene 
alone or in combination with other 
psoriasis treatments, depending on 
patients’ needs. For example, derma-
tologists could use the combination 
topical with systemic therapies to treat 
resistant lesions. 

 The convenience of a singular fi xed 
treatment could encourage medication 
adherence amongst patients.

 “Compliance is a key factor in a 
patient getting better. We can prescribe 
lots of things that we know will work, 
but if the patient doesn’t use them and 
use them correctly, they’re not going 
to have the outcomes that we would 
expect. I fi nd that simplifying the treat-
ment regimen is really key in getting a 
patient to use the medication as pre-
scribed. Applying a medication to 
the body can be very time-consum-
ing. And if you have to do something 
twice a day it can be a challenge. The 
fact that this is a once-daily treatment, 
and it has a nice lotion formulation 
that’s fairly cosmetically elegant, can 
help patients to incorporate this treat-
ments into their daily lives,” Dr. Stein 
Gold said.

 Some precautions include educat-

Study shows halobetasol/

tazarotene signifi cantly 

reduced psoriasis severity.

In two trials, the fi xed 

combination was statistically 

better than the vehicle at the 

8-week effi cacy endpoint.

A maintenance effect 

was seen for up to four weeks 

after the treatment stopped.

Combination reduces 
psoriasis symptom severity
LISETTE HILTON | Staff  Correspondent

COMBINATIONCONTINUES ON PAGE 33f
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ing patients to be careful about sun exposure dur-
ing treatment, given the drug includes a topical 
retinoid. Dermatologists should also be careful 
about using halobetasol/tazarotene in combina-
tion with phototherapy. And given the fact that 
is has a potent steroid, it should not be used on 
the face or on the skin folds. 

Dr. Stein Gold welcomes a new topical amid 
a sea of biologics and systemic treatment options 
for psoriasis. 

 “When you look at our psoriasis patients, 

the vast majority have more localized disease. 
Although we have tremendous treatments now 
for patients with more severe disease and more 
extensive disease, we tend to ignore, I think, 
patients who have more localized disease. It’s 
great to see new treatment options, because, 
even localized disease, can be just as painful 
and itchy and just as emotionally devastating,” 
she said. e

 Disclosures: The studies were funded by Dow Phar-

maceutical Sciences, a division of Valeant Pharma-
ceuticals North America, makers of Duobrii. Linda 
Stein Gold, M.D., is an advisor, consultant and 
speaker for Valeant.
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sion with product labeling. 
Dr. Armstrong says that she has found patience 

is a valuable asset when customizing psoriasis 
treatment to meet the patient’s needs. 

“If the patient is resistant to trying a therapy 
recommended by you, the provider, don’t try to 
push it onto the patient during the initial visit. 
This is because more work needs to be done with 
regard to patient education, eliciting patient con-
cerns and addressing those concerns, before the 

patient will willingly take the medication,” she 
says. “Think of the therapeutic journey as a long 
road [on which] the two of you have embarked, 
and the initial visit with the provider may not be 
a home run. It is important to bring the patient 
back frequently to provide relevant educational 
materials and address their concerns head on.” e

Disclosures: This paper is part of a continuing 
medical education supplement that is supported by 
an educational grant by Ortho Dermatologics. The 

authors of this study have industry ties, including 
the one interviewed for this story. Dr. Armstrong has 
served as investigator, advisor and/or consultant to 
AbbVie, Janssen, Novartis, Lilly, Regeneron, Sanofi , 
Leo, Science 37, Modernizing Medicine and Ortho 
Dermatologics.
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In addition to a heightened vigilance on the 
part of primary care specialists, Dr. Megan Noe 
believes that part of the solution to this problem 
lies in the hands of dermatologists. 

“I think that dermatologists need to be will-
ing and able to see hospital consults, including 
things that dermatologists believe to be common 
or ordinary such as cellulitis. If dermatologists 

are willing and able to participate 
in hospital care, I think they will 
gain the respect of the primary 
care hospital team and the hos-
pital team will reach out to the 
dermatologist more. Then der-

matologists can become more integrated mem-
bers of the hospital team,” said Megan H. Noe, 

M.D., MPH, Department of Dermatology, Uni-
versity of Pennsylvania, Philadelphia. 

The movement for dermatologists whose pri-
mary academic focus is inpatient dermatology is 
fairly new, Dr. Rosenbach said. Currently, there 
are many academic centers that have physicians 
who are considered full time inpatient consult 
dermatologists, allowing them to perform their 
hospital duties more effi  ciently than classic work-
ing models. 

“Coordinating between a busy practice and 
hospital consultations can be logistically chal-
lenging in a community setting. Implementing 
creative strategies such as the use of tele-der-
matology technology to either triage patients 
or to allow dermatologists to cover a wider area 

can be helpful in streamlining patient care,” Dr. 
Noe said. e
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} Guidelines updated on chronic urticaria management FROM PAGE 22

} Biologic cost analysis FROM PAGE 23

ated with its use the 2017 guideline update rec-
ommends a trial of omalizumab before cyclo-
sporin A .

The use of systemic corticosteroids in the 
treatment of chronic urticaria is generally to be 
avoided. Long term use of systemic steroids is def-
initely not recommended because of the myriad 
of associated side eff ects, but the 2017 guideline 
suggests that a short course of oral corticoster-
oids - up to 10 days — may be helpful in reduc-
ing disease duration/activity in acute urticaria 
or exacerbations of CSU. e
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not recommend adding another second-gener-
ation H

1
-antihistamine, a H

2
-antagonist, a leu-

kotriene receptor antagonist or a fi rst-genera-
tion H

1
-antihistamine at bedtime as next steps 

in treatment of antihistamine resistant cases of 
chronic urticaria. 

Dr. Baker stated that although many patients 
respond to up-dosing with second-generation 
H

1
-antihistamines, around half of  chronic urti-

caria patients will not achieve satisfactory control 
with antihistamine treatment - even at four time 
the standard dose. For such patients, the 2017 
guideline recommends adding omalizumab to 
the second-generation H

1
-antihistamine.

RECOMMENDATION:  ADDING OMALIZUMAB

Omalizumab (300 mg every four weeks) has been 
shown in randomized double-blind placebo con-
trolled clinical trials, to be eff ective and safe in 
the treatment of CSU. It has also been reported 
to be eff ective in some but not all cases of chronic 
inducible urticaria.  The literature includes case 

reports of its eff ectiveness in the treatment of 
cholinergic urticaria, cold urticaria, solar urti-
caria, heat urticaria, symptomatic dermogra-
phism, and delayed pressure urticaria but it is not 
FDA approved for treatment of any inducible urti-
caria in the United States. In CSU, omalizumab 
has been shown to prevent angioedema devel-
opment, improve quality of life, be suitable for 
long-term treatment and eff ectively treat relapse 
after discontinuation. Dosing of omalizumab in 
CU is independent of total serum IgE. The rec-
ommended dose in CSU is 300 mg every four 
weeks. The licensed doses and treatment dura-
tion vary between diff erent countries.

RECOMMENDATION:  CYCLOSPORIN A

If response to omalizumab is not satisfactory 
cyclosporin A is recommended as an add-on treat-
ment to second-generation antihistamines if it is 
not contraindicated. Cyclosporin A is an eff ec-
tive treatment for many cases of chronic urti-
caria but because of the adverse events associ-

change our model potentially,” he said.
Nevertheless, he said that factoring in accu-

rate real-world discounts and rebates is impossi-
ble because payers are unwilling to publish these 
data. As it stands, said Dr. Wu, the study’s cost 
effi  ciency comparisons provide the most accu-
rate refl ection of real-world conditions possible 
based on available data. Additional limitations 
include the fact that investigators usually derived 
PASI effi  cacy rates from 12-week treatment times 
used in pivotal trials, although real-world effi  -
cacy may diff er due to longer treatment times of 
the type commonly used outside clinical trials.

THE STUDY

To construct their economic model, investigators 
chose the most commonly used biologic classes, 
and the most commonly used drugs within those 
classes, for moderate-to-severe plaque psoriasis. 

Using PASI effi  cacy data from the recent meta-
analysis, they factored in each drug’s wholesale 
acquisition cost (WAC), along with estimated 
costs for adverse-event monitoring and PASI 
response/nonresponse. Investigators also fac-
tored in hypothetical 20% discounts.

Variations in brodalumab PASI 75 effi  cacy 
and drug discount costs showed relatively large 
impacts on cost diff erences versus other biolog-
ics for achieving PASI 75, investigators wrote. 

“Some clinical trials determine a certain effi  -
cacy, but there may be some variation in other 
trials. We took into account the whole range of 
effi  cacy scores,” said Dr. Wu. This information 
may help clinicians, patients and payers make 
decisions about the most cost-eff ective biologic 
treatment for moderate-to-severe psoriasis, he 
explained.

For PASI 100, brodalumab, ixekizumab, 

secukinumab, adalimumab and ustekinumab 
cost an average of $87,585, $176,983, $205,393, 
$284,702 and $366,645, respectively. Total 
annual costs to health plans were estimated at 
$38,538, $51,246, $57,013, $57,510 and $65,484 
for brodalumab, adalimumab, ustekinumab, 
secukinumab and ixekizumab, respectively. e

Disclosures: dr. Wu is an investigator for AbbVie, 
Amgen, Eli Lilly, Janssen, Novartis and Regen-
eron. This study was funded by Ortho Dermatologics, 
maker of brodalumab.
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It seems that brodalumab is the best in terms of cost-effective clearance 
of psoriasis. But it may not have the most utility in the real-world setting because 
each payer is different — they may have more discounts for one drug versus 
another that would change our model potentially.”
Researchers led by Jashin J. Wu, Kaiser Permanente Los Angeles Medical Center, Los Angeles



D
ermatologists have always known that diff erent 
ethnic skin types age at diff erent rates, but until 
now there hasn’t been clear evidence that these 
phenotypic diff erences have a pathophysiologic 

and histologic basis. Maritza Perez, M.D., Icahn School 
of Medicine at Mount Sinai, New York, presented new 
research illustrating the aging process across the decades 
and how it diff ers between ethnic skin types.

The objective of the study was to develop a fundamental 
understanding of the molecular mechanisms which con-

tribute to skin aging, both intrinsic and extrinsic, across 
diff erent ages, body sites and ethnicities. It is hoped that a 
greater understanding of the process will highlight poten-
tial interventions that could slow or prevent the aging pro-
cess, or even reverse it.

The study included around 25 women in each of fi ve 
decades of life, from their 20s to their 70s, from each of four 
ethnic groups:  Caucasian, Hispanic, Chinese and Afri-
can-American. The ethnic backgrounds of participants 
were confi rmed by genetic analysis. Skin biopsies were 
taken of the scalp, the face, the dorsum of the arms and the 
buttocks for analysis; the biopsy from the buttocks repre-
sented the intrinsic ageing process, where sun exposure 
is not implicated, and the other samples, extrinsic aging, 
where the aging process is accelerated by sun exposure.

Examination of the samples revealed that elastosis was 
evident in some sun exposed areas and increased with 
advancing age; it started in the 40s for Caucasian skin, 
and two decades later (60s) for Chinese and Hispanic skin. 
However, there was no evidence of the elastosis during any 
decade for the African Americans. 

“Elastosis is directly proportional to the appearance 
of youth,” Dr. Perez explains. “If you have elastosis you 
have crinkly skin, and if you don’t have elastosis you look 
younger.”

Computer analysis of the valleys and hills of the skin of 
the faces of participants revealed that a 64-year-old woman 
of African descent had a similar appearance to that of a 
Caucasian aged 54, ie the African American looked 10 

Aging through the decades

AGING SKIN 

OF COLOR

People across ethnicities don’t age at the same rate — here’s why

INGRID TORJESEN | Staff  Correspondent

ETHNIC SKIN AGINGCONTINUES ON PAGE 38f
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A 595 nm PDL appears 
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Study looks at improving acne scarring 

and associated hyperpigmentation 
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Computer analysis revealed 

differences in the valleys 

and hills of different 

skin types.

Histological exam 

highlighted differences 

in epidermal thickening 

according to ethnic 

skin type.

Using a laser to separate 

the dermis from the 

epidermis, it was 

possible to look in more 

depth at what was 

happening in separate 

parts of the skin structure.

Dr. Perez
Ichan School of Medicine, Mount Sinai, New York

“Computer analysis of the valleys 
and hills of the skin of the faces of 
participants revealed that a 
64-year-old woman of African 
descent had a similar appearance 
to that of a Caucasian aged 54, 
i.e. the African American looked 
10 years younger.”
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were under-expressed older looking 
women of the same age. 

OLIVE OIL?

The study, which was funded and 
conducted by Procter and Gamble, 
showed that Pal-KTTKS and olive 
oil derivative can induce the expres-
sion of energy and barrier genes, and 
Pal-KTTKS can also induce expres-
sion of anti-aging genes. Excep-
tional agers reported being more 
likely to protect themselves from 
the sun and two particular small 
nuclear peptides —  rs12203592 
and rs4268748 — were exception-
ally present in samples of their skin.

Finally, microbiome analysis 
compared Caucasians and African-
American skin. Swabs of the but-
tocks and arms indicated that both 
races have similar types of bacteria 
—  on the buttocks it is Corynebac-
terium, and on the arms it is Staph-
ylococcus. Both races had Propi-
onibacterium on the face, but dif-
ferent types. 

“What does that mean? We do 
not know,” admits Dr. Perez. 

She concludes: “There are simi-
larities and diff erences in skin aging 
across ethnicities which might help 
to develop more tailored approaches 
to anti-aging solutions.” e
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years younger. 
Histological examination high-

lighted differences in epidermal 
thickening according to ethnic skin 
type; the Hispanics began showing 
a decrease in epidermal thicken-
ing in their 40s, the Caucasians in 
their 50s, and the Chinese in their 
60s. The only group not to show a 
decrease in epidermal thickening 
at any age were the African-Ameri-
cans. Similarly the stratum corneum 
of Caucasians, showed thickening 
from the 40s, which increased with 
age, but no thickening was evident 
in the skin of African-Americans.

THE STUDY

Using transcriptomic profi les the 
researchers then looked at the dif-
ferences in protein production in 
the skin of diff erent ethnic groups 
at diff erent ages, to see if their were 
diff erences at a molecular level.

In general, from the 20s, there 
is a decrease in the pathways and 
metabolisms related to natural anti-
oxidants, indicated by a fall in glu-
tamylcysteine synthetase, which is 
a marker for antioxidant. 

In the 30s there is a decline in 
expression of the genes for energy 
storage (mitochondrial structure 
and function) - nicotinamide ade-
nine dinucleotide (NAD).

Using a laser to separate the der-
mis from the epidermis, it was pos-
sible to look in more depth at what 
was happening in separate parts of 

the skin structure. This revealed 
that senescence expression increases 
with age from the 40s, particularly in 
the epidermis but also in the dermis, 
and is more evident in sun exposed 
areas of the skin. 

Pathways and metabolism related 
to the production of skin barrier 
building blocks (lamellar body for-
mation) start to decline in the 50s. 

“When you have a healthy epi-
dermis, you have a healthy barrier 
and your moisture is controlled, it 
doesn’t leave the body,” explains Dr. 
Perez. “In the fi fth decade you are 
losing the function of the barrier so 
now you see that there is less hold-
ing of the moisture inside and the 
skin gets dry and cracked. It hap-
pens both in the photo exposed and 
the photo protected areas, so it is a 
kind of intrinsic pathway.”

AGING POST MENOPAUSE

Following menopause — in the 
60s and 70s, ageing occurs 6.79 
times faster due to downregula-
tion of genes.

AGING AND ETHNIC GROUPS

In terms of differences between 
the ethnic groups at the molecu-
lar level, the transcriptomic profi le 
of the skin of a photo-exposed arm 
of a 50-year-old Caucasian is com-
parable to the transcriptomic pro-
fi le of a 60-year-old African-Ameri-
can, which basically proves molec-
ularly that African-Americans are 

aging more slowly, Dr. Perez says. 
“This is the only process that has 
been totally analysed, it is a work 
in progress,” she adds.

Senescence gene expression only 
remains stable in the areas of Cau-
casian skin protected from the sun 
(buttocks), while in sun exposed 
areas expression accelerates sig-
nificantly with age. However, in 
African-Americans, senescence 
gene expression remains relatively 
stable across all skin areas.  Also 
when senescence gene expression 
was compared according to partic-
ipants’ liking of being in the sun, 
those who loved the sun had more 
marked expression of senescence 
genes than people who protected 
themselves from it.

AGING AT DIFFERENT RATES

Not all Caucasians, Hispanics and 
Chinese age at the same rate, just 
under one in ten are known as excep-
tional skin agers, meaning that they 
age more slowly. In this group, only 
about half of the over 2100 genes asso-
ciated with youthful appearance over-
lapped with genes associated with age 
in epidermal samples. This group 
also had a unique gene expression 
fi ngerprint, when compared with 
others of their age, and gene analysis 
suggests that genes expression for the 
barrier repair processes is preserved 
for longer: expression of 18 energy 
genes, 40 barrier genes and lamel-
lar was mainly preserved, while they 

} Ethnic skin aging FROM PAGE 36

“ Senescence gene expression only remains stable 
in the areas of Caucasian skin protected from the sun (buttocks), 
while in sun exposed areas expression accelerates signifi cantly 

with age. However, in African-Americans, senescence gene 
expression remains relatively stable across all skin areas.”
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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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“ There is still a great need for education to help our 
practitioners understand the nuances of skin of color and the 
nuances of selecting the most appropriate laser procedures.”

Eliot F. Battle, Jr., M.D.,CEO and co-founder, Cultura Dermatology and Laser Center, Washington, D.C.

} Nuances in treating patients with skin of color FROM PAGE 1

mation, it is color-blind in terms of it 
is not absorbed by pigment,” he said.

However, he warns: “If the 
patient is not willing to do a strong 
sun protection routine every day of 
their life, then there is no point treat-
ing it because 15-20 minutes in the 
sun unprotected will retrigger it.” 

OTHER TECHNOLOGY

In terms of other conditions, radio-
frequency or ultrasound can be used 
for tightening skin of any color, and 
although they are absorbed by pig-
ment, infrared lasers have also been 
shown to be eff ective. 

The Q-switched picosecond and 
nanosecond lasers have been shown 
to be eff ective for improving tex-
ture and complexion (skin rejuve-
nation) in skin of color.

When treating skin of color, Dr. 
Battle says it is most important to 
use the right device or laser, which 
means appropriate wavelength, safe 
parameters and aggressive skin 
cooling.

And, he says, become an expert 
both in technologies and in the 
nuances of skin of color; choose 
treatments that work; manage 
patients expectations and treat 
conservatively to ensure no harm.

“The more I know the more con-
servatively I treat to stay under the 
erythema and infl ammation thresh-
old,” Dr. Battle said. e
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skin of color cosmetic concerns. 
Despite massive advances in laser 

technology, physicians are seeing 
more side eff ects than ever before 
on patients of skin of color. They 
are being treated by practitioners 
who have limited experience with 
lasers or skin of color.

“There is still a great need for 
education to help our practitioners 
understand the nuances of skin of 
color and the nuances of selecting 
the most appropriate laser proce-
dures,” Dr. Battle says.

The Cultura Dermatology & 
Laser Center, for example, has more 
than 40 lasers, some of which are 
used for patients of all skin colors, 
but usually one laser will be used to 
treat a particular condition in skin 
of color, and another type will be 
used for Caucasian skin. Lasers 
can be used on all skin colors for 
hair removal, skin tightening, body 
contouring, texture improvement 
and to treat pigmented lesions from 
acne, traumatic and surgical scars 
or melasma which are dark sym-
metrical patches on the face.

MINIMIZE INFLAMMATION

Whenever a laser is used in skin of 
color it is important to minimize red-
ness, infl ammation and erythema, 
because in skin of color any form of 
irritation can transform into hyper 
pigmentation and dark spots, he 
emphasizes. “Skin of color is more 
sensitive and reactive towards irri-
tation. So in Caucasians, irritation 
and erythema from laser treatment 
usually resolves. In skin of color, we 
have a much higher incidence to turn 
irritation, infl ammation and redness 
into dark spots. As a result, we are 
more conservative and adopt com-

mon sense parameters rather than 
those recommended by the man-
ufacturer.  We need to try and stay 
under the erythema and infl amma-
tion threshold,” he said.

HAIR REMOVAL LASERS

For hair removal, there are only two 
wavelengths that are FDA-approved 
for skin of color — the diode and 
NdYAG. Diode lasers have evolved 
to treat skin of color more safely, 
whether from using suction, longer 
wavelengths (diodes now go up to 
1060 nm), larger cooling plates that 
are often coupled with laser scan-
ning or in-motion diodes which heat 
the dermis gradually through faster 
motion to off er greater protection of 
the epidermis. “Regardless of the 
advances in the diode wavelength, 
the NdYAG is by far the safest wave 
length. The diode lasers are defi nitely 
improving but they certainly do not 
touch the NdYAG lasers as being 
the gold standard in treating patients 
with skin of color, particularly skin 
type four patients,” Dr. Battle said.

PIGMENTED LESIONS

A top down (prescriptions, bleach-
ing creams and spa treatments) and 
bottom up (lasers) approach should 
be taken for pigmented lesions 
and for dark spots, he said. “For 
skin of color, we have low fl uence, 
micro-second NdYAG lasers and 
Q-switched nanosecond and pico-
second lasers, and low energy and 
low density fractional lasers. All 
those [lasers] have the capabili-
ties to treat skin of color and these 
devices also improve acne scars, sur-
gical scars, stretchmarks and burn 
scars on top of improving complex-
ion by treating dark spots. However, 

fractional lasers must be low energy 
and low density to avoid infl amma-
tion and erythema that can lead to 
hyperpigmentation,” Dr. Battle said.

In skin of color, it is important to 
use lasers that bypass pigment in the 
top layer, which is why many lasers 
that treat skin color are absorbed by 
water. “Water is mostly in the der-
mis and the water absorbs the light, 
turns it into heat and heats up the 
dermis shattering dark spots. We 
can also use much higher fl uencies 
and much higher energies,” he said.

Melasma is diffi  cult to treat in 
all patients and patients with skin 
of color are even more challenging 
because there is both a vascular and 
pigment component that must be 
addressed. Vascular lasers are 
mostly contraindicated in patients 
with skin of color.  It requires multi-
ple treatments, both using top down 
products, prescriptions and very 
gentle, non-irritating peels and bot-
tom up treatments with minimal-
heat, producing lasers, Dr. Battle 
said. Treatment has to be very   gen-
tle  in both directions in treating 
melasma because aggressive treat-
ment will trigger a  rebound and 
often worseing of melasma. 

Promising results are being 
achieved in using low f luence 
Q-switched nanosecond and pico-
second lasers and low fl uence micro-
second Nd:YAG lasers. Radio fre-
quency (RF) devices are getting a 
resurgence by using coated pins 
that penetrate the skin with the 
RF energy being delivered only at 
the bottom of the pins, thus sparing 
the epidermis from being heated. 
“Radio-frequency is color-blind, 
even though it causes heat, which 
can still cause erythema and infl am-
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Quick TAKES

S
panish researchers have devel-
oped a scoring system to assess 
the severity of frontal fi brosing 
alopecia (FFA), a scarring form 

of alopecia marked by hairline reces-
sion and eyebrow loss primarily aff ect-
ing postmenopausal women. 

The scoring system, called Fron-
tal Fibrosing Alopecia Severity Score 
(FFASS), evaluates inf lammation, 
redness, scaling and extension. It is 
described in the March issue of the 
Journal of the American Academy of 
Dermatology.

“Developing a new classifi cation of 
[frontal fi brosing alopecia] based on 
grades of severity can help in under-
standing the disease, predicting the 
long-term prognosis of the alopecia, 
and comparing the effectiveness of 
diff erent treatments,” write research-
ers who were led by David Saceda Cor-
ralo, M.D., of Ramon y Cajal Univer-

sity Hospital in Madrid.
Frontal fi brosing alopecia is increas-

ing in incidence, especially among post-
menopausal women, according to a 
review article published in the Jour-
nal of Cutaneous Medicine and Surgery 
in October 2017.

The scoring system described in 
this study evaluates eight FFA clini-
cal features, which is considerably fewer 
than previous indexes that were more 
complex.

The scoring system Dr. Saceda and 
colleagues designed includes three clin-
ical features and two symptoms, includ-
ing the extent of recession, eyebrow loss, 
the degree of perifollicular  infl amma-
tion, and the degree of pruritis and pain. 

To use the score, measure the reces-
sion of the frontotemporal hairline. 
Record the results in the patient’s med-
ical record in order to repeat the same 
assessment at every visit and then check 
for improving or worsening of the dis-
ease, the authors wrote.

THE STUDY

The study included 103 female patients. 
They reported eyebrow loss (95%), eye-
lash loss (34%), occipital involvement 
(18%), hair loss on the limbs (73%), axil-
lary and public hair loss (44%), depres-
sion of frontal veins (55%), perifollicular 
erythema (49%); perifollicular hyper-

keratosis (59%); pruritus (50%); and 
pain (23%).
   Statistically signifi cant associations 
were found between FFASS and eye-
lash loss, body hair loss, facial papules, 
depression of frontal veins or quality 
of life scores. There was a low correla-
tion between the grade of occipital hair 
loss and the FFASS. 

While the study was on women, 
the frontal Fibrosing Alopecia Sever-
ity Score works in a similar way in men.

“Clinical presentation of frontal fi bro-
sing alopecia in men is pretty similar. 
Frontotemporal hairline recession, clin-
ical infl ammation and symptoms can be 
assessed in the same way, so the scoring 
system is also valid,” Dr. Saceda writes. 
“However, in my experience, men are 
also very worried about the loss of the 
beard and the associated facial papules. 
These clinical features are not included 
in our scoring system and must be also 
evaluated in male patients.” e
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Frontal fi brosing 

alopecia (FFA) is marked 

by hairline recession 

and eyebrow loss.

FFA most commonly 

affects postmenopausal 

women, but it could 

also be immune-related.

The FFASS scoring 

system evaluates 

infl ammation, redness, 

scaling and extension.

Hair loss scoring system
Measures clinical features to track, assess progression

LISETTE HILTON | Staff  Correspondent

t  Frontal fi brosing alopecia (FFA) is a form of 
alopecia that primarily affects postmenopaus-
al women. It is marked by hairline recession and 
eyebrow loss. Physicians describe a scoring sys-
tem for FFA in this article. (Photo courtesy of David Sace-
da Corralo, M.D.)
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FRONTAL FIBROSING ALOPECIA SEVERITY SCORE
SCORING SYSTEM MEASURES CLINICAL SIGNS AND SYMPTOMS

1.  Hairline recession of the frontal and left and right temporal lobes

2.  Loss of eyebrows

3.  Perifollicular infl ammation accounting for the severity and extent 
of erythema and hyperkeratosis.

4.  Pruritus severity and frequency

5.  Pain severity and frequency

https://linkinghub.elsevier.com/retrieve/pii/S0190962217324398


https://syneron-candela.com/na/prima
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to second-line topical agents like aze-
laic acid or kojic acid   in addition to 
chemical peel treatments. 

That leads me to the newest kid on 
the block:  tranexamic acid. It’s the new, 
hot thing in melasma and in hyper-
pigmentation. It can be given orally 
between 250 mg to 500 mg twice a day. 
In the United States, there’s only one 
dose available   a 650 mg tablet. I have 
patients split it in half and take one in 
the morning and one at night, which is 
off -label and not FDA-approved, which 
is important to let people know. I usu-
ally do at least 8-12 weeks of treatment 
in order to achieve a result. Tranexamic 
acid can’t be given to people who have a 
history of deep vein thrombosis, blood 
clots, pregnant or nursing women, or 
anyone who’s on birth control. Other-
wise, it’s a great additional option as 
one that should be considered down 
the road, not as fi rst-line. 

Tranexamic acid is an ingredient in 
over-the-counter topical cosmeceutical 
products which will be helpful in treat-
ing hyperpigmentation and melasma. 

It’s also important to mention that 
we’re now seeing glutathione as the big 
thing. We want to educate our patients 
that glutathione for skin lightening or 
brightening has no scientifi c data. Peo-
ple are getting IV infusions of glutathi-
one and I would caution people from 
using it.

We’re also seeing lots of patients come 
in now who are on anti-hypertensive 
medicines or other drugs associated 
with pigmentation issues.

Pigmentation issues may also come 
about due to a vitamin B12 defi ciency,  
so in these caes, taking a B12 medica-
tion may be helpful. 

Q Are there certain 
patients for whom these 
therapies work best?  
A: Tranexamic acid is something you 
can use in any melasma patient as long 
as the patient doesn’t  have contraindi-
cations. But remember, it shouldn’t be 
used fi rst line. Hydroquinone-based 
lightening products should be used ini-
tially as triple combination therapy to 
calmn things down fi rst.  

Q What experience have 
you had in your practice that 
demonstrates treatment 
difficulties? 
A: I see a lot of skin of color patients and 
I think the important thing to remember 
is that the longer a patient has hyper-
pigmentation or melasma, it matters. 
The person who’s had it for 10 years 
is more likely to have a treatment suc-
cess than one who’s had it for 20 years. 

I’ve also seen the impact of culture. 
In some cultures an emphasis on lighter 
skin means more beautiful, more social 
stature, more possibility of getting mar-
ried, getting better jobs, being treated 
better within their community. 

Q Are there limitations 

to treatment strategies? 
A: First and foremost, access and cost 
are always an issue with any medica-
tion or dermatologic procedure. The 
other thing is compliance. The chal-
lenge is convincing people that this is 
not a one-time thing, and it’s not going to 
go away overnight. Convincing patients 
that they need to follow a strict regi-
men can be diffi  cult. They may need 
hydroquinone over a long period of time 
or they may need to use cosmeceuti-
cals with vitamin C or other antioxi-
dants. And, of course, they will need 
UV protection. 

Q Are there stumbling 
blocks providers should 
recognize? 
A: The main one is making a diagno-
sis correctly. I think people who aren’t 
familiar with hyperpigmentation may 
automatically look at every facial hyper-
melanosis condition as melasma. But, 
that’s actually not true. There are other 
common things that cause hyperpig-
mentation in the face, such as acantho-
sis nigricans, lichen planus pigmento-
sus, and drug-induced hyperpigmen-
tion. And, I think, if you’re not famil-
iar with the nuances of all of those, it’s 
very easy to fall into the trap of think-
ing, “Well, that’s just melasma.” But, 
it’s not just melasma. If you don’t have 
the right diagnosis, then the treatment 
isn’t going to work either. 

Quick TAKES

Triple combination 

topical therapy is still 

fi rst-line treatment.

In prescribing tranexamic 

acid, consider 

contraindications fi rst.

Second-line topical 

lightening agents, i.e. 

azelaic acid, are newer 

treatments.

} Melasma management insights FROM PAGE 1

“ It’s also important to mention that we’re now seeing 
glutathione as the big thing. We want to educate our patients 

that glutathione for skin lightening or brightening has no scientifi c 
data. People are getting IV infusions of glutathione, 

and I would caution people from using it.”
Seemal R Desai, M.D., FAAD, Innovative Dermatology, Plano, Texas



Q What do you tell patients 
about how long treatment will take 
to show an impact?
A: With melasma, it’s going to take at least 6-8 
weeks to even start to notice any improvement if 
you’re using triple combination treatment. If you 
see improvement before that, you’re really lucky. 
I think 6-8 weeks is a good marker to get some 
improvement. Usually, I tell people, if you’re about 
25-30% better at week eight, you’re doing good. 
I equate it to acne. With acne we say you might 
see some improvement in one month, but it can 
take up to 12 weeks for those topicals to kick in. 

Q What are your key takeaway 
messages? 
A: Counsel your patients on the importance of 
the life-long management of pigmentary diseases. 
It’s not something that goes away overnight. It’s 
not something that’s curable. It’s important when 
you have this discussion to set the stage up front. 

And, remember that hydroquinone is still our 
gold standard. You want to use that in a triple com-
bination form for a certain period of time before 
switching to a diff erent type of treatment, such 
as azelaic acid, as a second-line treatment. You 
don’t want to use hydroquinone long-term. You 
want to be able to give the skin a bit of a break. 
You can also think about tranexamic acid and 
chemical peels and all that good stuff . 

One thing people need to understand about 
hydroquinone — they may not know that there 
are lots of things that can be done once you take 
the patient off  the hydroquinone, such as azelaic 
acid, kojic acid, or cosmeceuticals, the tranexamic, 
the chemical peels. 

Lastly, it’s critical to educate patients that they 
need to seek care early. The longer these diseases 
are present on the skin, the longer they delay 
treatment, the harder they are to help lighten 
and brighten. e
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Melasma
A common, yet therapeutically 
challenging, condition

Melasma is a skin condition marked by hyperpigmentation typically occur-
ring on the face. It is more common in women of skin of color. While its etiolo-
gy doesn’t point to a single underlying condition, it is known to be associat-
ed with excess light exposure, a hormonal imbalance and a family history.

MELASMA DISPLAY
}  Increased epidermal and/or dermal pigmentation 
}  Enlarged melanocytes 
}  Increased melanosomes 
}  Solar elastosis 
}  Dermal blood vessels 
}  Perivascular lymphohistiocytic infi ltrates 

TREATMENTS
Various topical, oral and procedural therapies have been used to treat 
melasma and while some of these therapies may work well on their own, 
combination therapy within or across treatment modalities lead to better 
results.

TRADITIONAL TOPICAL THERAPIES 
Iron oxide 
Hydroquinone (HQ)
Azelaic acid,
Ascorbic acid
Kojic acid 
Tretinoin
Corticosteroids
Ascorbic acid 
Niacinamide

ORAL THERAPIES FOR MELASMA
Tranexamic acid
Polypodium leucotomos, Glutathione

PROCEDURAL THERAPIES
Q-switch ruby laser,
Q-switch Nd:Yag laser
Non-ablative fractional lasers
Chemical peels
Microneedling
Intense pulsed light
Radiofrequency
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PDL fails scarring

T
reatment with pulsed dye 
laser treatment prior to 
surgical excision does 
not improve the appear-

ance of surgical scars, according to 
the results of a pilot study presented at 
the American Society for Laser Med-
icine and Surgery annual conference 
in April.

The 595nm pulsed dye laser (PDL) 
can be used after cutaneous injury to 
improve the appearance of scars, so 
researchers wanted to test whether 
use of PDL prior to surgical excision 
can prevent scar formation.  

The study included ten patients 
aged 18 to 65 due to undergo surgical 
excision for any reason. Immediately 
before excision, half of each surgical 
site was treated with a 595nm PDL 
at varying fl uences and pulse dura-
tions to achieve an endpoint of tran-
sient purpura. The other halves of the 
sites (controls) received PDL at min-

imal fl uences or were left untreated. 
Patients and blinded observes were 
asked to assess the scars at two, four 
and six weeks, and 8-12 months after 
the procedure, and digital photographs 
of the surgical sites were also taken.

There was no clinically signifi-
cant diff erence between the treated 
sites and controls, according to 
the patient assessment scores at 
week six (p=0.8798) and month 
8-12 (p=0.8773) and the blinded 
observer assessment scores at week 
six (p=0.9378) and month 8-12 
(p=0.3341). 

Although not statistically signifi -
cant, the blinded observers rated the 
treatment sites worse in appearance 
than the control sites, whereas patients 
rated the treatment sites’ appearance 
as better. There were no signifi cant 
adverse events, although three sub-
jects experienced surgical wound 
dehiscence.

PDL had been expected to change 
the appearance of the scars based on 
the theory of selective photothermol-
ysis — that PDL targets oxyhemoglo-
bin the predominant type of hemo-
globin present in erythematous and 
hypertrophic scars — the expectation 
was that PDL would prevent the for-
mation of excessive vascularisation 
during the scar formation.

Catherine DiGiorgio, M.D., a fel-
low in Clinical Laser and Cosmetic 
Dermatology at Wellman Center for 
Photomedicine at Massachusetts Gen-
eral Hospital in Boston, told the con-
ference that while the results indicated 
that laser treatment before the surgeon 
doesn’t really change the outcome of 
the scars, the question is why? “Are 
we limiting the infl ammatory response 
or are we increasing the infl ammatory 
response?” she asked.

She speculated that PDL was 
increasing the infl ammatory response. 
There wasn’t a signifi cant diff erence 
in any of the variables looked at, she 
pointed out, other than the treatment 
sites a diff erent color to normal skin 
when compared with controls.

In terms of the limitations of the 
study, four patients were lost to fol-
low up, and the majority of the sur-
gical excisions that were performed 
were performed on the trunk. 

“We know that excisions performed 
on that area of the body have poor 
outcomes to begin with,” Dr. DiGior-
gio said. e
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The neuromodulator prabotulinumtoxinA from Evolus Inc. 

(Santa Barbara, Calif.) was found comparable to Botox 

in treating moderate to severe glabellar lines, according 

to a multicenter phase three study.

The trial  met its secondary endpoint of patient satis-

faction.

“We are very pleasantly surprised with the results. They 

are consistent with the Korean phase three study, which 

also hit its primary endpoint against Botox,” says Rui Ave-

lar, M.D., chief medical offi cer of Evolus.

To date, over 2,100 people have been enrolled in the 

company’s neuromodulator clinical program, “so we 

have a very good sense of how the drug works,” Dr. Ave-

lar tells The Aesthetic Channel. “In addition, most of the 

adverse events are mild in nature, which means it is less 

than a minor injury, an inconvenience or a temporary dis-

comfort. Importantly, there have been no serious adverse 

events attributed to our neuromodulator.”

The Evolus product is similar to Botox. “Both drugs are 

900 kilodalton (kDa) complex toxins, with the same active 

toxin and accessory proteins, and both have the same 

excipients (ingredients) in the bottle,” Dr. Avelar explains. 

“Both drugs have the same mechanism of action.”

A total of 540 study patients were randomized at a ratio 

of 5:5:1 to a single treatment of the Evolus product, Botox 

or placebo.

The responder rates were 87.2%, 82.8% and 4.2%, respec-

tively.

Similarly, the percentages of subjects experiencing 

adverse events considered drug-related were 15.5%, 14.6% 

and 4.1%, respectively.

The company believes that the market “would like to 

have a new, evidence-backed aesthetic neurotoxin alter-

native to other neurotoxins such as Botox,” Dr. Avelar says. 

“We hope to gain FDA approval later this year, so we can 

offer a product for the treatment of glabellar lines.” e

NEW NEUROTOXIN ON THE HORIZON
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Microneedling improved 

acne scarring and associat-

ed hyperpigmentation.

Minor adverse events of 

erythema and small 

hematomas resolved 

in days post procedure.

Future studies are needed 

on treating scar types.

S
carring is a common compli-
cation of acne, even when the 
condition is only mild, and in 
people with dark skin the scar-

ring can be complicated by hyperpig-
mentation. While there are several treat-
ments off ered for improving acne scar-
ring, including lasers, dermabrasion, sub-
cision, chemical peels, and micronee-
dling, post acne hyperpigmentation is 
not often addressed. 

A recent small study conducted by 
researchers at the Jordan University 
of Science and Technology in Irbid, 
Jordan found that microneedling can 
improve acne scarring and the associ-
ated hyperpigmentation in patients with 
skin of color. Microneedling was chosen 
because it has produced favorable out-
comes as a treatment for acne scarring 
in patients with darker skin.1  The tech-
nique also seems to be associated with 
fewer complications than other proce-
dures, and pigmentary complications are 
an important consideration for patients 
with dark skin, said researcher Firas Al 
Qarqaz, M.D., of the department of der-
matology, Jordan University of Science 
and Technology in Irbid, Jordan. 

THE STUDY

The study included 39 patients of skin of 
color (types 3, 4 and 5) whose acne scars 
and pigmentation levels were assessed 
using the post acne hyperpigmentation 
index (PAHPI) and Goodman-Baron 
scales (GB scale) before and after treat-
ment by microneedling. Photographs 
of their scars and pigmentation were 
also taken. 

Topical anesthetic cream (EMLA 

cream) was applied before the procedures 
and regional blocks were performed for 
patients who required additional pain 
control. Use of creams other than sun-
block and moisturizers was barred during 
the evaluation period following micronee-
dling. Patients who developed new acne 
lesions were allowed to use benzoyl perox-
ide gel as spot-on treatment but were not 
allowed to apply it to areas with old acne.

All patients were treated by the same 
operator using the eDermaStamp device 
(Dermaroller GmbH) until pinpoint 
bleeding and uniform erythema of treated 
skin was obtained. For patients with nar-
row ice pick scars, stretching of skin and 
deep treatment within the scar fl oor and 
sides were also performed.

Two weeks later, patients were eval-
uated for postprocedure side effects, 
including redness, hematomas, dryness. 
At least two weeks later, both of their scars 
and pigmentation were evaluated again, 
and patients asked to rate their improve-
ment using the VAS score (0 if improve-
ment less than 25%, mild improve-
ment, 1 if improvement between 25% 
and 49%, 2 if improvement between 
50% and 75%, or 3 if improvement 
was more than 75%).

THE FINDINGS

The results published in the Journal of 
Cosmetic Dermatology2  showed a statisti-
cally signifi cant improvement in PAHPI 
scores (P = .0035) and Goodman-Baron 
scar scale, (P = 0.008). As expected, all 
patients experienced transient erythema 
and dryness following the procedure, but 
these side-eff ects disappeared within a 
few days. None of the patients had par-

adoxical hyperpigmentation or “tram-
track” appearance following micronee-
dling. Most patients (31) felt that they 
had experienced some improvement 
as a result of the treatment (scores 1-3).

Dr. Qarqaz said the study showed 
that microneedling can improve acne 
scarring and the associated hyperpig-
mentation and seemed to be safe apart 
from short-lived erythema and occasional 
small hematoma following the procedure.

“Some patients will need further treat-
ment for their hyperpigmentation,” he 
added. “Additional studies focusing on 
postacne scarring with hyperpigmen-
tation are needed as well as assessment 
tools designed for this particular patient 
group.”

Future studies needed to focus on 
the specifi c types of scars (eg, deep vs 
shallow), type of microneedles (stamps 
vs rollers) and also treatment approach 
(eg, initial focused treatment for deeper 
scars followed by full-fi eld treatment), 
Dr. Qarqaz said.

The current acne scarring scales do 
not address the pigmentary changes asso-
ciated with acne whether as post-infl am-
matory (nonscarring) or as pigmented 
scarring, which means an important 
aspect in acne complications, namely 
pigmented scarring, is overlooked, Dr. 
Qarqaz said. e
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T
he foundation of skincare, 
aesthetics and dermatol-
ogy relies on the ability to 
eff ectively work with the 

skin barrier. Understanding what it 
is, how it behaves and how to improve 
and repair the skin barrier is critical 
to implementing any treatment plan. 
Unfortunately, many dermatologists 
and other specialists are unable to 
explain the skin barrier to patients 
in simple terms.

When explaining the skin barrier 
and its importance to patients, more 
help is needed from the industry. For 
instance, a simple “Got Milk?”type 
slogan that makes you immediately 
think of the skin barrier has not yet 
emerged. Physicians and scientists 
need a simple, straightforward way 
to describe the skin barrier without 
getting too technical. 

“When we think of the skin, mean-
ing we in the industry, what we are 
really thinking about mostly is the der-
mis and the collagen,” said William. 
Philip Werschler, M.D., F.A.A.D., 
F.A.A.C.S., a dermatologist and 
assistant clinical professor of medi-

cine/dermatology, at the University 
of Washington School of Medicine 
in Spokane, Wash. 

People have been schooled to under-
stand that the skin has seven layers, 
Dr. Werschler explained. 

“However, the seven layers really 
only refers to that millimeter or so of 
thickness of the epidermis,” he said. 
“They are cellular layers. Innumer-
able times people ask me if they have 
gone through all seven layers of skin. 
The easiest way to explain is if you 
scratch yourself and you see blood, 
then you have gone through all seven 
layers of skin.”

According to Joel Schlessinger, 
M.D., a cosmetic surgeon and der-
matologist who runs the Advanced 
Skin Research Center in Omaha, 
Neb., “The skin barrier is the diff er-
ence between healthy skin and dam-
aged skin. It is probably something 
that most dermatologists don’t think 
about at all. However, the reality is 
that the skin barrier is a very impor-
tant concept to articulate to patients.”

Skin has seven functions, and the 
fi rst is the skin barrier, said Carl R. 

Thornfeldt, M.D., a dermatologist, 
developer and founder of Episciences, 
Inc. (Boise, Idaho).

“This permeability barrier keeps 
the aqueous internal environment pro-
tected from the dry external environ-
ment, which includes all the toxins and 
contaminants in our environment,” 
he expressed.

In fi nding the best way to describe 
the skin barrier, consider how one 
might explain it to a child, Dr. Wer-
schler said. 

“I use a brick wall analogy,” he 
described. “The bricks are the skin 
cells and the mortar holding them 
together is the intercellular cement 
substance. At the bottom of the bar-
rier you have the retaining wall foun-
dation, otherwise the bricks would 
fall apart.”

Furthermore, there are specialized 
structures in the epidermis, Dr. Wer-
schler continued. 

“Imagine every ten bricks or so you 
place a decorative brick. Those are the 
melanocytes,” he said. “Your pigmen-
tation is in the epidermis, and you are 

Healthcare workers should 

explain to patients how the 

skin barrier works and why 

it’s important.

The skin barrier is the 

difference between 

healthy and 

damanaged skin.

The skin’s fi rst of seven 

functions is as barrier.

Defi ning the skin barrier
Best practices for practitioners and industry

JEFFREY FRENTZEN | Executive Editor
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constantly shedding your pigmen-
tation, as well. In addition, you can 
also have pigmentation after injury.”

Another visual way to explain the 
skin barrier is to conjur up the image 
of a shield, said Peter Lio, M.D., a 
clinical assistant professor of derma-
tology & pediatrics at Northwest-
ern University Feinberg School of 
Medicine, and founding director 
of the Chicago Integrative Eczema 
Center (Chicago, Ill.).  

“Our skin is designed to protect 
us from things in the world. When 
it is healthy it acts like a shield for 
our skin. If the skin barrier is not 
working correctly, your skin can 
get itchy, red and uncomfortable,” 
he illuminated.

As tissue migrates to the surface 
it matures and diff erentiates to form 
a shield or a brick-and-mortar type 
of barrier, Dr. Thornfeldt agreed. 

“It has lipids and oils in an exact 
ratio and specific oil groups are 
required for function in a precise 
pattern,” he said. “When the skin 
barrier is damaged, the three bar-
rier oils – cholesterol, ceramides and 
free fatty acids – are the fi rst things 
made by the body to repair itself. 
Notably, 50% of that has to be lin-
oleic acid and there are some other 
fatty acids, as well.”

A key skin barrier function is the 
connection between cells within 

the stratum corneum and epider-
mis called “tight junctions,” stated 
Nikolay Turovets, Ph.D., CEO of 
MediCell Technologies, LLC, 
(Carlsbad, Calif.), a developer of 
stem cell-related therapies. 

“The tight junctions are com-
plex structures of very specifi c pro-
teins and extracellular matrix mole-
cules, produced by skin cells. If the 
connections are well-established, 
in other words there are no gaps 
between cells, then the skin will hold 
water and it will not be released by 
the skin,” he explained.

At the bottom of the epidermis, 
the dermal-epidermal junction 
(DEJ) is the tough layer between 
the epidermis and the underlying 
dermis. “It is made of collagen and 
gives us the strength to our skin, 
noted Dr. Werschler. “It is in that 
layer of the collagen that you have 
blood vessels, nerves and all the 
action of living tissue.” 

On the other side of the DEJ, the 
basal or “basement layer” are the 
bricks sitting on top of the foun-
dation. Those cells divide, and, as 
they do, they move up to the skin’s 
surface to be shed. 

In addition to the attacking envi-
ronmental elements, infection can 
disturb the skin barrier, as well, Dr. 
Schlessinger indicated. For exam-
ple, if a person ends up with a fungal 

infection, it can impair the skin bar-
rier allowing bacteria to enter, which 
further impairs the skin barrier. 

“What we have found is that with 
nearly every skin condition we deal 
with, from psoriasis, eczema to even 
poison ivy, the skin barrier ends up 
disturbed and bacteria swoops in 
and takes a further toll,” he said.

When that complex skin barrier 
requires protection, a wide range 
of products are at hand. Accord-
ing to Dr. Schlessinger, anything 
that improves the skin barrier is, by 
design, going to take into account 
a number of factors, the primary 
of which is moisture and any dis-
ease conditions that are impairing 
the barrier. 

“That doesn’t mean that in order 
to improve the skin barrier you have 
to have creams,” he said. “Some-
times improving the skin barrier 
is nothing less than improving the 
biome on the skin, which is the col-
lection of bacteria out of whack or 
in some way out of synch with a 
healthy skin barrier.”

There are many products that 
claim to address the skin barrier 
functions, it can be overwhelming 
for both clinicians and patients, Dr. 
Lio admitted.

“Many people are interested 
in the ‘best’ moisturizer or bar-
rier repair cream, but it is all rela-

tive to the indication,” he said. “A 
more apt analogy may be to cars; for 
example, a Ferrari might be the ‘best’ 
car by some measure, but if you are 
hauling a trailer, it would likely be 
among the worst. With moisturiz-
ers, we are blessed with a huge array 
of possibilities and formulations.”

Dr. Lio often meets patients 
that have tried several products 
and weren’t happy or experi-
enced adverse reactions to them. 
“Part of my specialty is to read the 
skin and observe carefully so that 
I can pick a product that will meet 
patient needs, both in medical and 
cosmetic patients. I rely on over a 
dozen favorite products depend-
ing on the skin type, body location, 
age, and type / severity of skin con-
dition,” he said.

In Dr. Turovets experience, some 
skin moisturizers that claim to pro-
tect the skin from water loss and pre-
serve the skin’s barrier actually pro-
vide only a masking eff ect. “After 
applying moisturizers on the skin, 
we may feel that it is hydrated, but 
that is nothing more than a ‘feel-
ing.’ Our actual skin barrier remains 
damaged and unrepaired.”

Worse yet, some skincare ingre-
dients will actually harm rather than 
help repair the skin, Dr. Thornfeldt 
added. “It is the retinols, propylene 
glycols and lactic acid that damage 
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the skin and activate varying degrees 
of infl ammation. Physicians need 
to know about products that help 
repair and even optimize the skin 
barrier.”

Only barrier balancing and 
repairing creams can genuinely 
help restore the skin barrier, Dr. 
Turovets concurred. “These creams 
restore barrier function by repair-
ing cell membranes, and they may 
also contain ingredients, such as 
defensins that restore tight-junc-
tions,” he said.

Improving the skin barrier can be 
as simple as using the correct topical 
or oral antibiotic to reestablish the 
skin and its cohabitants, Dr. Schless-
inger stated. “We see a lot of people 
walking around with a skin barrier 
that is disturbed, and via a simple 

regimen they could re-epithelize 
the skin and end up with a health-
ier and more robust epithelium.”

Most of the products tradition-
ally used on the skin barrier have 
been abrasive in nature, expressed 
Dr. Werschler. “These include 
microdermabrasion, light chemi-
cal peel, alpha hydroxyl acids, and 
RetinA to some degree. All of these 
have been designed to exfoliate the 
skin one way or another, to thin out 
the stratum corneum to give you a 
smoother, prettier air corneocyte 
interface, which makes the skin look 
healthy and glowing.”

Energy-based systems, such as 
microneedling, laser and radiofre-
quency (RF)-based devices, can be 
employed as well, Dr. Thornfeldt 
commented. 

Some available therapies make 
use of microneedling and infusion 
to perform pre- and post-procedure 
skincare treatments, Dr. Werschler 
stated. 

“A more accurate term to use 
is diff usion rather than infusion. 
Developers should use a fi xed depth 
and accurate delivery system. If an 
energy-based system is involved, 
then it may involve damage to the 
skin via laser or some other method 
to strip the skin and deliver prod-
ucts into the diff erent layers of skin,” 
he explained.

 “Energy-based systems work 
by damaging the skin barrier,” Dr. 
Thornfeldt said. The key with those 
systems is you want to deliver a lot 
of ingredients before infl ammation 
in the skin kicks up. The problem 

with a lot of the nutrients you put 
into the barrier is that they are pro-
infl ammatory, so they accelerate the 
infl ammation. The patient will get 
plumping for one or two days, or 
until the infl ammation goes down. 
However, some of what you’ve put in 
there will also damage the skin and 
destroy the extra cellular matrix.”

Dermalinfusion (Envy Medical, 
Inc., Long Beach, Calif.) is an exam-
ple of such a product that applies 
an advanced, non-invasive skin 
resurfacing technology to perform 
exfoliation and extraction, as well 
as accommodate the infusion of con-
dition-specifi c serums to improve 
skin health, function and appear-
ance. This system off ers custom-
ization features that result in imme-

| A Patient with psoriasis on 
the hands shown before and 
B after 38 laser treatments.
Photos courtesy 
of Joel Schlessinger, M.D.
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diately, noticeable improvement in 
volume, hydration, tone and tex-
ture. As with other dermal infusion-
type products, it can also be used 
in conjunction with other non- and 
minimally-invasive procedures to 
enhance results.

Among other energy-based 
microneedling solutions, Secret 
RF from Cutera, Inc, (Brisbane, 
Calif.) is a novel fractional RF-
based microneedling system for 
tissue coagulation and hemostasis, 
designed to stimulate and remodel 
collagen and address the common 
signs of aging. Secret RF delivers 
precise, controlled energy at vari-
ous depths to target patients’ most 
common skin concerns – fi ne lines, 
wrinkles, scars, photo-aging and 
striae – on the face and body with 
limited-to-no downtime.

Similarly, Vivace RF from Aes-
thetics Biomedical, Inc. (Phoenix, 
Ariz.), combines targeted micronee-
dling with RF-based energy to help 
stimulate and tighten the skin. The 
system reportedly minimizes the 
appearance of pores, fi ne lines and 
wrinkles; reduces secretion of skin 
oils (seborrhea); smooths scars; 
improves delivery and absorption 
of medical-grade skincare products; 
and reduces the occurrence of acne.

After any energy-based proce-
dure, “You need to slam that skin 
barrier shut,” Dr. Thornfeldt contin-
ued. “Positive ways to accomplish this 

include: Prepare skin so that you have 
a consistent response. Two to four 
weeks before you do anything, you 
want to get the skin barrier in shape. 
Eliminate infl ammation, decrease 
the microbes, get the biome back in 
balance, etc. That will give you the 
best, most predictable result.”

What if you use an energy-based 
system that delivers product into the 
skin barrier, but the products have 
not been tested for internal use? 

“We have seen th is with 
microneedling, for instance, where 
there are punctures made within the 
skin and products are attempted to 
be introduced into these punctures. 
This is concerning and potentially 
harmful to the patient,” Dr. Sch-
lessinger warned.

Unknown chemicals, formula-
tions and preservatives, as well as 
many ingredients that are intended 
for topical use have not been tested 
for internal use.

“There are risks associated with 
injecting substances into the skin 
without testing. Keep in mind there 
are certain skincare products that are 
perfectly safe to be internalized, but 
I’m less certain about introducing 
diff erent fragrances or colors, and 
other components of skin creams,” 
he said.

Mesotherapy can off er an eff ec-
tive system of delivery but is more 
popular across Europe and Asia 
than the United States. “In certain 

countries, mesotherapy can be used 
to reduce fat as it contains bio salts 
and compounds that already exist in 
the skin, for normal skin structure. 
Those therapies do have measurable 
benefi ts,” stated Dr. Thornfeldt.

Dr. Schlessinger even noted the 
value of regenerative medicine to 
repair the skin barrier. “People use 
platelet-rich plasma (PRP), which 
is reintroducing your own autolo-
gous serum into yourself,” he said. 
“It may off er benefi ts, and it doesn’t 
seem to result in any harm. That 
is a lot diff erent from compound-
ing formulations like Minoxidil 
and then putting it into the skin 
via mesotherapy.”

Unpredictable side eff ects are 
an overarching issue when using 
devices and infusion-style therapies 
to heal the skin barrier. In addition, 
the FDA has off ered no regulations 
or advice regarding anti-aging skin-
care and delivery systems, includ-
ing microneedling and the wealth 
of cosmeceuticals that are routinely 
applied to the skin barrier.

“Thousands of cosmeceuticals 
have been tested in multiple clini-
cal trials for customers or patients, 
but none of those trials deal with 
introducing cosmeceuticals into the 
skin or into the patient,” stated Dr. 
Schlessinger.

Cosmeceuticals do not exist 
in the eyes of the FDA, Dr. Wer-
schler said. “The regulators should 

establish a third category of over-
the-counter (OTC) skincare prod-
ucts that have limited eff ects, but 
the FDA will not do that. Unless 
you are a soap made from animal 
fat and lye, you are regulated by the 
FDA. For instance, Dial and Dove 
are considered OTC drugs because 
they are designed to aff ect the sur-
face of the skin.”

So then, how does the practitio-
ner address the reportedly more than 
three-quarters of Americans that 
have or will have a damaged skin 
barrier? 

“Before a procedure, use a skin 
barrier renewal cream to ensure nor-
malization of barrier functions; fol-
lowed by a cleanser that would reduce 
the number of microbes on the skin; 
and then a rebalancing toner to obtain 
the proper pH,” Dr. Thornfeldt out-
lined. “I do this before a procedure 
to get a predictable result and min-
imize the side eff ects.”

Under the current conditions, 
it is nearly impossible for the aver-
age patient to fi nd the best method 
or approach to repairing the skin 
barrier. “It is up to the practitio-
ner to improve patient care and the 
health of people’s skin,” Dr. Thorn-
feldt advised. “We have the tech-
nology to do this and people need 
to understand that, and search for 
products that work to control infl am-
mation and optimize skin barrier 
function.” e

} Solutions to repair the skin barrier  FROM PAGE 53
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} A Patient shown before 
and B two weeks after using 

FixMySkin 1% Hydrocorti-
sone Healing Balm.

Photos courtesy 
of Joel Schlessinger, M.D.
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Increased incidence in subpopula-

tion, PV linked with non-melanoma.

UV protection still 

lags in skin of color
WAYNE KUZNAR | Staff  Correspondent

I
n skin of color, ultraviolet (UV) and visible light pro-
tection are crucial to maintaining a healthy and youth-
ful appearance. Although the mechanism by which 
UVA, visible light, and infrared damages the skin is 

still under study, reactive oxygen species (ROS) are thought 
to play a major role, said Steven Q. Wang, M.D., at the Skin 
of Color Seminar Series held here in April.

Individuals from all races can develop skin cancers in 
sun-exposed sites, yet many patients with skin of color do 
not know that they need comprehensive photoprotection to 
prevent skin cancer and photoaging, said Dr. Wang, who is 
director of dermatologic surgery and dermatology, Memo-
rial Sloan-Kettering Cancer Center at Basking Ridge, N.J.

In the United States, skin of color accounts for 28% of 
the population. 

“Skin of color represents a heterogeneous group of indi-
viduals, comprised of highly phenotypically and genotyp-
cially diverse groups,” he said. 

Current classifi cation is largely socially based rather than 
biologically defi ned.  For example, the range of pigmen-
tation levels is wide even within various Asian countries, 
depending on geography. In the United States, a melting 
pot or interracial marriage creates further diversity of pig-
mentation level. 

Despite all that is known about the value of sunscreen in 
protecting from sunburn, premature skin aging and skin can-
cer, sunscreen use is low in people with skin of color. Some 
62% to 74% of African Americans and 47% to 69% of His-
panics report never or rarely using sunscreens. Use of pro-
tective clothing is similarly low in these groups.

SUNSCREENS

Sunscreen use tends to be occasion based, said Dr. Wang, 
with most persons applying sunscreen only when they think 
they need it. In addition, multiple studies have shown that 
consumers under-apply sunscreen by as much as one half 
or one third of the recommended amount. High SPF sun-
screen provides superior photoprotection compared with 
their lower SPF counterparts. In a split-face randomized dou-
ble-blind study of 200 subjects with an average of six hours 
of sun exposure, 55% of subjects were more sunburned on 
the side of the face that received SPF 50+ compared with 
the side that received SPF 100+.

Photoprotection compliance in African Americans and 
Hispanics may be suboptimal because these groups may 
be less concerned about sunburn and skin cancer, said Dr. 
Wang. In contrast, Asians are more compliant than the Cau-
casian population “because they understand the risk of pig-
mentations as well as wrinkle formation, so that’s their rea-
son for using photoprotection.”

Recommendations for photoprotection from the Amer-
ican Academy of Dermatology in people with skin of color 
are similar to those in the Caucasian population. A broad-
spectrum sunscreen with an SPF of 30 or greater is recom-
mended. Sunscreens that contain titanium dioxide and zinc 
oxide are generally better accepted because of better cos-
mesis on dark skin.

CULPRIT IN PIGMENTATION

Aside from the poor compliance, sunscreen off ers no pro-
tection from visible and infrared light. Pigmentation in skin 
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N
ano-pulse stimulation 
(NPS) is an immuno-
therapy  modality in early 
phase trials and is show-

ing promise as a platform for address-
ing a variety of tumors.

Pulse Biosciences (Hayward, 
Calif.) presented positive fi rst appli-
cation clinical study results utilizing 
the technology to target seborrheic 
keratosis (SK) at the 38th annual meet-
ing of the American Society for Laser 
Medicine and Surgery (ASLMS).

The study, which won an e-poster 
award, reported at the 106-day assess-
ment mark that 82% of treated SK 
lesions had been judged as clear or 
mostly clear, with a majority of patients 
rating lesion outcomes as satisfactory or 
mostly satisfactory. No adverse events 
were reported during the study.

“The technology is so diff erent and 
interesting, and has so many potential 
uses and ramifi cations,” said Thomas 
E. Rohrer, M.D., a dermatologist in 
Chestnut Hill, Mass., and one of the 
authors of the study. “NPS could treat 
a lot of problems, not just in dermatol-
ogy or aesthetics but in treating skin 
cancers, as well.”

HOW NPS WORKS

NPS provides localized delivery of 
low energy, high voltage pulsed elec-
tric fi elds that directly aff ect the cell 
membrane and intracellular structures 
pulses. It employs a device that cre-
ates induced, programmed cell death 
and a lasting immune response in 
animal studies of benign and non-
benign tumors. This results in a min-
imal infl ammatory response, which 
improves healing outcomes and sup-

ports the replacement of treated tissue 
cells with healthy tissue cells. 

The human study of benign SK 
lesions treated with NPS has pro-
vided appropriate energy parame-
ters and protocol design choices for 
future clinical studies of other benign 
and non-benign lesions, according to 
Richard Nuccitelli, Ph.D., chief sci-
ence offi  cer at Pulse Biosciences.

“Regarding NPS’ mechanism of 
action, the main signal is an electric 
pulse that is very short, in the nano-
second range and at billions of pulses 
per second,” Dr. Nuccitelli said. “It 
creates a small nano-pore in the mem-
brane of any cell between the elec-
trodes. Those cells experience a 
short, high voltage pulse. The target 
is largely the plasma membrane and 
cytoplasmic organelle membranes, 
such as mitochondria, endoplasmic 
reticulum, and nucleus. Every one of 
those membranes experiences a per-
meabilization, a poration, so to speak, 
of these nano-pores.”

Using NPS is unlike other tech-
nologies, explained Dr. Rohrer. “We 
have a lot of devices that employ some 
kind of energy-based light and tem-
perature or cooling to aff ect fat and 
tissue. NPS is very high voltage and 
delivers a train of very short pulses 
that creates precise cellular damage, 
allowing calcium to fl oat freely between 
cells and within the organelles in the 
cells, sending a signal to die.

When the cell goes through apop-
tosis it creates an immune response, 
so that the body will recognize that 
same cell later on. “That is the most 
exciting part,” added Dr. Rohrer. “We 
can successfully treat something like 

a melanoma that has the potential to 
metastasize and recur. NPS may be 
helpful in preventing or reducing the 
potential for subsequent lesions. In our 
study, a vast majority of these lesions 
went away completely, clearing out the 
SK without much diffi  culty.”

In preclinical models, NPS has been 
shown to induce immunogenic cell 
death in cancerous lesions, as well, 
exposing the unique antigens of the 
treated cells to the body’s immune sys-
tem prompting immune system cells, 
such as cytotoxic T-cells to mount an 
adaptive immune response.

Additional studies are in the works, 
Dr. Rohrer said. “The portfolio of 
potential targets includes basal cell 
skin cancer, keloid scars, warts and 
actinic keratosis, among others. One 
of the challenges of NPS is the ability 
to access cellular lesions without dam-
aging a lot of adjacent tissue.”

Currently, Dr. Nutticelli is prepar-
ing to use NPS to attack basal seba-
ceous hyperplasia. 

“This common but diffi  cult to treat 
lesion expresses itself on the surface 
of the skin as a large, white bump but 
goes deep into the dermis,” he said. 
“With NPS, it is possible to access 
the deeper parts of this lesion without 
damaging the skin’s surface. There are 
many epidermal dermal lesions that fi t 
this property. We will also study those 
as part of a large eff ort to characterize 
this modality as being extremely use-
ful for both benign and non-benign 
lesions.” e
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This human study has 
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future study of other 
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Of 33,647 skin cancer 

screenings of 20,270 

patients, PAs biopsied 

39.4 pigmented lesions 

compared to dermatologists 

who biopsied 25.4 pigmented 

lesions to diagnose 

1 case of melanoma.

Study suggests that 

physician assistants have 

lower diagnostic accuracy 

for melanoma than 

dermatologists.
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DIAGNOSTIC ACCURACY FOR SKIN 

CANCER:  PAS VS. DERMATOLOGISTS

NUMBER NEEDED TO BIOPSY (NNB) 1 CASE OF SKIN CANCER:

} PAs: 3.9 

} Dermatologists: 3.3 

}  PAs: 39.4 NNB per diagnosed melanoma 
for physician assistants

}  Dermatologists: 25.4 NNB per 
diagnosed melanoma

ALL CLINICIANS PA ONLY DERMATOLOGIST ONLY

Total biopsies performed 7,355 (21.9) 39,28 (22.9) 3,427 (20.8)

Biopsy of pigmented lesions 4,039 (12.0) 2,213 (12.9) 1,826 (11.1)

NMSC diagnosed 2,024 (6.1) 1,031 (6.1) 993 (6.1)

Melanoma diagnosed 

}  In situ (% visits)  98 (1.4) 40 (1.1) 58 (1.8)

}  Invasive (% visits) 51 (0.7) 26 (0.7) 25 (0.8)

Quick TAKES

Melanoma diagnosis by physician 
or PA not always straightforward
DERMATOLOGY TIMES STAFF

I
n a comparison of the perfor-
mance between physician assis-
tants and dermatologists, phy-
sician assistants may have lower 

diagnostic accuracy for melanoma than 
dermatologists, suggests a study pub-
lished in JAMA Dermatology. 

The article, “Accuracy of Skin Can-
cer Diagnosis by Physician Assistants 
Compared with Dermatologists in a 
Large Health Care System,” published 
in April, is a medical record review of 
33,647 skin cancer screening exam-
inations on 20,270 patients (64.9%) 
who were treated at a single center 
between Jan. 1, 2011 – Dec. 31, 2015. 

The study found that to diagnose 
one case of skin cancer, the number 
needed to biopsy (NNB) was 3.9 
(22.9%) for PAs and 3.3 (20.8%) for 
dermatologists. Per diagnosed mel-
anoma, the NNB was 39.4 for PAs 
and 25.4 for dermatologists. Screen-
ings performed by dermatologists 
were more likely to result in a diag-
nosis of melanoma in situ 1.8% vs. 
1.1%, P = .02), but diff erences were not 
signifi cant for invasive melanoma or 
nonmelanoma skin cancer, which is a 
telling point, according to the Ameri-
can Academy of Physician Assistants 
(AAPA) and the Society of Derma-
tology Physician Assistants (SDPA).

The AAPA and SDPA question 
the use of the NNB ratio to determine 

diagnostic accuracy. NNB is contro-
versial — even among dermatologists, 
they stated. In August 2016, Michael 
A. Marchetti, M.D., et al., wrote in 
JAMA Dermatology: “Considering 
NNB without attention to the sensi-
tivity applied to the detection of skin 
cancer and the prevalence of skin can-
cer could prove misleading.”

Thirty clinicians (15 dermatolo-
gists and 15 PAs) provided skin can-
cer screening, which in itself is poten-
tially problematic due to the small size, 
AAPA and SDPA contends. Patients 
with a history of melanoma were more 
likely to see a dermatologist, whereas 
those with a history of any type of skin 
cancer were more likely to see a phy-
sician assistant.

“While the article states that the 15 
PAs saw a higher percentage of people 
with a history of skin cancer, the der-
matologists saw more patients with a 
history of melanoma. We would expect 
a higher rate of melanoma diagnosis 
in this patient population. Also, these 
patients with a history of melanoma 
could be choosing to see the derma-
tologist over the PA. In the same vein, 
people who seek removal of a non-can-
cerous skin lesion for cosmetic or con-
venience reasons may choose to see 
the PA for ease of getting an appoint-
ment, rather than the dermatologist,” 
states the AAPA and SDPA. “There 

is no way to fully separate the deci-
sion making of the PA from the deci-
sion making of the physician because 
in this case, the physician assistant 
must have supervisory agreement by 
a physician.”

The authors of the study, who were 
led by Laura K. Ferris, M.D., Ph.D. 
of the University of Pittsburgh wrote: 
“Although the availability of PAs may 
help increase access to care and reduce 
waiting times for appointments, these 
fi ndings have important implications 
for the training, appropriate scope of 
practice, and supervision of PAs and 
other non-physician practitioners in 
dermatology.”

“Missed diagnoses or unnecessary 
biopsies of benign lesions should be 
factored into decisions about the scope 
of a practice, hiring decisions, super-
vision of providers and patient deci-
sions about who provides their der-
matologic care,” Dr. Ferris and col-
leagues wrote. e
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Secondary prevention strategies 
for nonmelanoma skin cancer

Nonmelanoma skin 

cancers affect one 

in fi ve Americans 

during ther lifetime.

Implementation of 

primary and secondary 

prevention strategies 

can profoundly 

affect incidence.
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 Keratosis Screenings

T
he incidence of skin cancer 
is increasing worldwide and 
has become a serious public 
health concern.1 Skin cancer 

can be classifi ed as either nonmelanoma 
skin cancer—which includes basal cell 
carcinoma (BCC), squamous cell carci-
noma (SCC), keratoacanthoma, angio-
sarcoma, Merkel cell carcinoma, cuta-
neous B- and T-cell lymphoma, derma-
tofi brosarcoma protuberans, and seba-
ceous gland carcinoma—or, as melanoma. 

Nonmelanoma skin cancers represent 
the majority of cutaneous malignancies 
and aff ect one in fi ve Americans during 
their lifetime.1 While the prognosis for 
most patients is excellent, signifi cant mor-
bidity may occur due to the predilection 
of these cancers for arising in cosmeti-
cally sensitive areas such as the head and 
neck.2-5 Skin cancer is largely prevent-
able; thus, implementation of both pri-
mary and secondary prevention strate-
gies can profoundly aff ect the incidence 
of these diseases. 

Primary prevention strategies focus on 
reduction of risk factors via environmen-
tal and behavioral modifi cation to pre-
vent disease. Secondary prevention aims 
at detecting and controlling cancerous or 
precancerous processes while disease is 
localized.6 Here, we review the published 
literature regarding chemoprevention for 
secondary prevention of skin cancer, focus-
ing on chemoprevention of nonmelanoma 
skin cancers primarily in immunocom-
petent individuals. We also review data 
on chemoprevention in organ transplant 
recipients, the best-studied immunosup-
pressed population.

SECONDARY PREVENTION

Ultraviolet (UV) radiation is the most 
preventable cause of skin cancer.7 Pri-
mary prevention eff orts have focused on 

increasing awareness about the dangers 
of excessive UV exposure.8-10 The asso-
ciation between UV exposure and non-
melanoma skin cancer suggests that inter-
ventions rooted in sun safety would be 
eff ective in decreasing skin cancer inci-
dence.11-17 Despite this, many individu-
als do not adhere to recommended guide-
lines to protect themselves from UV expo-
sure,18 necessitating increased empha-
sis on secondary prevention strategies.

Secondary prevention focuses on 
early detection and control of cancer, 
thereby leading to timely initiation of 
therapy and improved outcomes, and 
is critically important for patients at high 
risk for nonmelanoma skin cancer (Table 
1). Screening tests and/or exams are the 
cornerstones of secondary prevention 
strategies. By identifying individuals 
with particular risk factors, screening 
tests allow for the detection of disease 
in asymptomatic individuals.

SKIN CANCER SCREENING

While secondary prevention strategies are 
well established for malignancies such as 
breast and colon cancer, the lack of clear 
skin cancer screening guidelines has hin-
dered secondary prevention initiatives.19 
The US Preventive Services Task Force 
concluded that there was not enough evi-
dence to recommend routine skin can-
cer screening. However, key consider-
ations were missing from their analysis, 
including the morbidity associated with 
delayed diagnosis of nonmelanoma skin 
cancers.20 Though studies conducted 
outside the United States have demon-
strated that skin cancer screening can 
decrease melanoma mortality, no rig-
orous studies have examined its utility 
for early detection of nonmelanoma skin 
cancers.21-24

CHEMOPREVENTION AS A SEC-

ONDARY PREVENTION STRATEGY

Chemoprevention involves the use of 
chemicals and biologic agents to pre-
vent or delay the development of can-
cer. In addition to skin cancer screen-
ing, secondary prevention strategies for 
skin cancer also include chemopreven-
tion. Primary chemoprevention is gen-
erally understood to be therapy directed 
toward high-risk patients with the intent 
of preventing initial carcinogenesis. Sec-
ondary chemoprevention is targeted at 
patients with a history of skin cancer and 
is undertaken with the goal of prevent-
ing disease recurrence.

While agents such as vitamin E, betac-
arotene, and selenium did not demon-
strate effi  cacy in the prevention of non-
melanoma skin cancer, effi  cacy has been 
observed with other agents (Table 2).25-
30 In evaluating potential chemopreven-
tive agents for nonmelanoma skin can-
cer, we have elected to assess random-
ized controlled trials (RCTs) only. Impor-
tantly, each of these trials enrolled only 
immunocompetent patients. Nonmela-
noma skin cancers developing in the set-
ting of immunosuppression diff er clini-
cally and biologically from those arising 
in immunocompetent patients31; thus, the 
applicability of these results to patients 
with HIV or those on long-term immu-
nosuppression is unclear.

Nicotinamide. Nicotinamide is a 
water-soluble form of vitamin B3 (nia-
cin) and is the precursor of nicotinamide 
adenine dinucleotide (NAD+), an essen-
tial cofactor for adenosine triphosphate 
production.32 Recently, the use of nico-
tinamide has demonstrated effi  cacy in 
the prevention of nonmelanoma skin can-
cer in high-risk patients. In a phase III 
double-blind RCT, 386 patients who 
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had had two or more nonmelanoma skin can-
cers within the past fi ve years were randomly 
assigned to receive 500 mg of nicotinamide twice 
daily or placebo for 12 months.33 The primary 
endpoint was the number of new nonmelanoma 
skin cancers during the 12-month intervention 
period, and secondary endpoints included the 
number of new actinic keratoses (AKs)—prema-
lignant cutaneous lesions—during the interven-
tion period, as well as the number of new nonmel-
anoma skin cancers in the six-month post-inter-
vention period. At 12 months, the rate of new 
nonmelanoma skin cancers dropped by 23% in 
the nicotinamide group compared with the pla-
cebo group (P = .02). The number of new AKs 
was lower in the nicotinamide arm by 11% at 
three months (P = .01), 14% at six months (P < 
.01), 20% at nine months (P < .001), and 13% at 
12 months (P = .001). There were no signifi cant 
diff erences in types or number of adverse events 
between groups during the 12-month interven-
tion period. After discontinuation of nicotin-
amide, there was no evidence of lasting benefi t.33

In another study, 76 patients were randomized 
to take 500 mg of nicotinamide or placebo either 
once or twice daily for four months.34 Patients 
eligible for enrollment were healthy, immuno-
competent adults with ≥ 4 palpable AKs on the 
head and upper limbs. The primary endpoint of 
this study was AK count at four months. At four 
months, there was a 35% reduction in AK count 
in the nicotinamide 1,000 mg/d dosing arm com-
pared with placebo (P = .0006). In the group that 
received nicotinamide 500 mg/d, there was a 29% 
reduction in AK count compared with placebo 
(P = .005). There was no evidence to suggest 
that the data were falsely skewed, given the sig-
nifi cant variation in baseline AK count. During 
the four-month trial, 20 new nonmelanoma skin 
cancers were diagnosed in 11 patients assigned 
to the placebo arm, while only two patients in 
either of the nicotinamide dosing groups devel-
oped a new skin cancer. Odds ratio (OR) anal-
ysis demonstrated that the odds of developing 
at least one skin cancer were signifi cantly lower 
with nicotinamide (OR, 0.14; 95% CI, 0.03–
0.73; P = .019). After adjusting for number of 
previous skin cancers, logistical regression mod-
els demonstrated that the rate of new nonmela-
noma skin cancers was also signifi cantly lower 
in the nicotinamide arms compared with pla-
cebo (relative rate, 0.24; 95% CI, 0.08–0.71; P 
= .010).34 Spontaneous regression of AKs was 
considered during analysis and refl ected in the 
placebo groups. No signifi cant side eff ects were 
reported, and no clinically signifi cant changes 

in blood chemistries were observed.
Retinoids. Retinoids are a group of chem-

ical compounds derived from vitamin A, with 
the capacity to modulate cell proliferation, dif-
ferentiation, apoptosis, and other critical cellu-
lar functions. Data regarding the effi  cacy of reti-
noid supplementation for the prevention of non-
melanoma skin cancer are somewhat variable. 
In a double-blind RCT, 2,297 moderate-risk 
patients with a history of 10 or more AKs and two 
or fewer SCCs/BCCs were assigned to receive 
either 25,000 IU of oral retinol daily or placebo 
for up to fi ve years.35 The number of fi rst/new 
BCCs or SCCs were primary endpoints. After a 
median follow-up time of 3.8 years, retinol was 
shown to signifi cantly decrease the risk of SCC 
(P = .04); however, there was no eff ect on the risk 
of new BCC (P = .36). Adverse events such as 
increased total serum cholesterol levels, increased 
aspartate transaminase/alanine transaminase lev-
els, mucocutaneous reactions, arthralgia/myal-
gia, and headaches were 1% higher in the treat-
ment group compared with placebo.35 Likewise, 
another study demonstrated that long-term ther-
apy with low-dose isotretinoin in patients with 
a history of two or more BCCs showed no sta-
tistically signifi cant diff erence in prevention of 
BCCs when compared with placebo.36

The use of retinol and isotretinoin has also 
been explored in high-risk populations. In a dou-
ble-blind placebo-controlled RCT, patients with 
a history of four or more BCCs and/or SCCs were 
randomized to receive 25,000 IU of oral reti-
nol, 5–10 mg of isotretinoin, or placebo daily for 
three years.37 Time to fi rst new nonmelanoma 
skin cancer was the primary endpoint. At study 
completion, there was no diff erence in the time 
to development of new nonmelanoma skin can-
cer or total number of new cases between the ret-
inol, isotretinoin, and placebo groups.37

Difl uoromethylornithine (DFMO). DFMO 
is an irreversible inhibitor of ornithine decar-
boxylase (ODC), the rate-limiting enzyme in 
polyamine biosynthesis. UV radiation has been 
shown to upregulate the activity of ODC, and 
increased cellular levels of polyamines have been 
implicated in epithelial carcinogenesis.38,39 In 
one study, 291 individuals with a history of non-
melanoma skin cancer received oral DFMO (500 
mg/m2/d) or placebo for four to fi ve years.40 The 
primary endpoint, development of new nonmela-
noma skin cancer, was not signifi cantly diff erent 
between the two arms (P = .069). When devel-
opment of BCC and SCC were analyzed inde-
pendently, there was a signifi cant decrease in 
the development of BCCs in the treatment arm 

compared with placebo (0.28 BCC/person/year 
vs 0.40 BCC/person/year; P = .03). In a follow-
up study, retrospective analysis did not show a 
“rebound” increase in the rate of BCC or SCC 
after discontinuation of DFMO. No long-term 
adverse events were noted.41

Celecoxib. Celecoxib is a nonsteroidal anti-
infl ammatory drug that selectively inhibits cyclo-
oxygenase-2 (COX-2), an enzyme involved in pros-
taglandin synthesis. In light of evidence impli-
cating UV-induced prostaglandin synthesis as 
a potential mechanism underlying skin photo-
carcinogenesis, COX-2 inhibition has been sug-
gested as a potential chemopreventive strategy 
for nonmelanoma skin cancer.42-44 In one study, 
240 patients with 10–40 AKs received 200 mg of 
celecoxib or placebo orally twice daily for nine 
months.45 At study termination, there was no 
signifi cant diff erence in the incidence of AKs 
between the two study arms. As a secondary end-
point, the number of new nonmelanoma skin can-
cers was evaluated at 11 months, which revealed 
a statistically signifi cant reduction in new cases 
in the treatment arm (P = .002).45 While the num-
ber of serious adverse events was similar in both 
groups, the known cardiovascular side eff ects 
of celecoxib may preclude its widespread use.

INVESTIGATIONAL TREATMENT STRATEGIES 

FOR THE CHEMOPREVENTION 

OF NONMELANOMA SKIN CANCER

Several therapies for chemoprevention of non-
melanoma skin cancer that are in investigational 
stages have demonstrated preliminary effi  cacy.

Photodynamic therapy (PDT). Aminolev-
ulinic acid (ALA) and methyl aminolevulinate 
(MAL) are precursors of the endogenous pho-
tosensitizer protoporphyrin IX, which is a nat-
ural f luorophore that preferentially accumu-
lates in dysplastic cells.46 Topical application 
of ALA or MAL, followed by exposure to spe-
cifi c wavelengths of light, leads to the selective 
production of reactive oxygen species and cell 
death in precancerous cells.46 This photochem-
ical reaction is the basis for PDT. PDT is cur-
rently approved for the treatment of AKs and 
some nonmelanoma skin cancer subtypes, and it 
has also been suggested for prophylaxis of non-
melanoma skin cancer. In one small study, 45 
patients were randomized to fi eld treatment with 
20% ALA/PDT on one half of the face and pla-
cebo/PDT on the other half.47 There was a sig-
nifi cant delay in the number of new AKs at all fol-
low-up time points for ALA/PDT-treated areas 
compared with placebo/PDT.47 Although pre-
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UV sensor as nail art
Clinical trial will be conducted this year

JOHN SCHIESZER | Staff  Correspondent

L
a Roche-Posay has developed 
a nail art version of “My UV 
Patch,” a wearable skin sen-
sor that monitor’s UV expo-

sure. The nail art version, called UV 
Sense, is an electronic sensor that col-
lects real-time data on UV exposure.

It is less than two millimeters thick, 
nine millimeters in diameter and is 
designed to be worn on the thumb-
nail. It is paired to a smartphone appli-
cation using NFC technology to col-
lect and display daily UVA and UVB 
exposure data for up to three months. 
It also off ers personalized sun safety 
coaching tips, and track trends in UV 
behavior over time.  

“The sun powers 
the device,” said John 
Rogers, Ph.D., the 
engineer who designed 
the UV dosimeter. 
“The photodetection 

unit continuously measures incident 
UV irradiation, and the cumulative 
output is captured on a charge stor-
age device that can be read out, at any 
point, wirelessly via the phone.” 

Dr. Rogers, of the Center for Bio-
Integrated Electronics at Northwest-
ern University, and June K. Robin-

son, a Northwestern University der-
matologist, plan to test the sensor in 
a clinical trial this year. The trial will 
focus on patients who are at-risk for 
melanoma.

“Dermatologists are in the habit of 
telling people to be careful in the sun 
and do not get a burn. Our patients 
have diffi  culty putting this into prac-
tice. People have no way of knowing 
when the sun’s intensity is capable of 
giving them a sunburn. This device 
will allow people to monitor and man-
age their own sun exposure to prevent 
sunburn,” Dr. Robinson said.

THE UV DOSIMETER

The sensor has no moving parts, no 
battery and is waterproof. Although it 
is designed to be applied to the thumb-
nail for better accuracy, Dr. Robinson 
says it can be attached to almost any 
part of the body or clothing that would 
be continuously exposed to the sun.

It is one of the few sensors that 
directly measures the most harmful 
UV rays and records body tempera-
ture, which is a critical factor.

The data on the device is transferred 
to a mobile phone app by swiping the 
app over the sensor. The app records 
the user’s exposure to the sun continu-
ously or over time. When users exceed 
the amount of UV exposure consid-
ered safe, the app notifi es the user by 
text message. It may also suggest less 
UV-intense times for outdoor activi-
ties. Dr. Robinson said this approach 
allows individuals to receive real-time 
advice on sun exposure.

Dee Anna Glaser, M.D., a derma-
tologist with Saint Louis University 
School of Medicine, Missouri, said 
the sensor and other wearable tech-
nology have the potential to lower skin 
cancer incidence rates. One common 
scenario is that individuals may not 
know they need sunscreen on cloudy 
days or when they are in a covered 
area, like a car. 

“I think any mechanism to get peo-
ple to think about healthy choices 
could be a good thing. I don’t know 
that everybody needs this, but there 
might be some individuals who will 
really benefi t,” she said.

Wearable UV sensor is 

paired with a mobile app.

Sensor records up to 

three months of sun 

exposure data.

Sensor is designed 

to be interactive.

Dr. Rogers
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I think any mechanism to get people to think 
about healthy choices could be a good thing. 
I don’t know that everybody needs this, but there 
might be some individuals who will really benefi t.”
Dee Anna Glaser, M.D., Saint Louis University School of Medicine
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ventative PDT has been explored in transplant 
patients, it has not yet been rigorously studied 
in immunocompetent individuals.

Virally engineered topical enzymes. The 
link between skin cancer and UV radiation has 
been correlated at the molecular level by the 
observation of specifi c mutational patterns fol-
lowing UV-mediated DNA damage. The forma-
tion of cyclobutane pyrimidine dimers (CPD) 
following UV exposure has mutagenic poten-
tial via formation of C–>T and CC–>TT transi-
tions. Pyrimidine dimers are normally repaired 
by nucleotide excision repair (NER) enzymes. 
While NER enzymes are the main mechanism 
of UV-induced DNA repair in humans, other 
organisms utilize base excision repair (BER) 
pathways, which are catalyzed by glycosylase 
enzymes. Since humans lack the specifi c gly-
cosylase enzyme required for initiation of the 
BER pathway, some have suggested their exoge-
nous delivery to promote DNA repair of CPDs.

T4 endonuclease V (T4N5), a bacteriophage-
specifi c DNA glycosylase, augments CPD repair 
and reduces the frequency of UV-induced muta-
tions in cultured mammalian cells.48 One study 
has since tested the ability of T4N5 liposome 
lotion to reduce the rate of new AKs and BCCs 
in patients with xeroderma pigmentosum (XP), a 
disease characterized by defective NER enzymes. 
In this trial, 30 patients were randomly assigned 
to 4 groups of 6 individuals in which four patients 
in each group received the T4N5 liposomal lotion 
and two received placebo. Following one year 
of T4N5 liposome lotion use, there was a sta-
tistically signifi cant reduction of 68% and 30% 
in the rate of new AKs and BCCs, respectively, 
when compared with placebo.49 No signifi cant 
safety issues were detected in this study; how-
ever, the sample size was small and patients were 
only followed for 18 months.49 Despite the effi  -
cacy of T4N5 liposomal therapy reported in this 
study, no additional studies have been performed 
in XP patients or other populations.

Photolyase. Photolyase, a monomeric DNA 
repair enzyme, is capable of removing UV-induced 
CPDs and is found in nearly all living organ-
isms with the exception of placental animals, 
including humans.50 In one study, photolyase 
was derived from Anacystis nidulans, a type of 
algae, and compounded into photolyase-con-
taining liposomes. Following exposure to UVB 
radiation, photolyase solution was applied to the 
irradiated skin of 19 healthy individuals. The 
treated area was covered for one hour and then 
exposed to photoreactivating radiation (340–
450 nm, maximum at 365 nm) for 30 minutes. 

Subsequent molecular analysis demonstrated 
that topical photolyase followed by photoreac-
tivating radiation was eff ective in at least partial 
removal of UVB-induced CPDs.50

In another study, Anacystis nidulans photoly-
ase was added to traditional sunscreen. The pri-
mary endpoint of this study was to determine 
if the addition of photolyase decreased the for-
mation of CPDs and prevented UV radiation–
induced cell apoptosis.51 In a 6-month-long RCT 
in patients with AKs, the clinical and molecular 
eff ects of sunscreen plus DNA repair enzymes 
vs traditional sunscreen were compared. They 
found that addition of photolyase reduced UV-
induced DNA damage by 61% when compared 
with baseline values (P < .001).52

CHEMOPREVENTION OF NONMELANOMA 

SKIN CANCER IN TRANSPLANT PATIENTS

Nonmelanoma skin cancer management in immu-
nosuppressed patients has signifi cant challenges; 
chemoprevention in this population has been best 
studied in the setting of solid organ transplantation.

Chronic immunosuppression following organ 
transplantation is a well-known risk factor for the 
development of nonmelanoma skin cancer.53Due 
to the high incidence of nonmelanoma skin can-
cer in transplant recipients, chemoprophylaxis 
has been suggested in high-risk patients, includ-
ing those who develop multiple skin cancers per 
year or patients who present with clinically aggres-
sive cases.

Though several agents have been proposed, 
acitretin—a systemic retinoid—has been most 
rigorously studied. In an open-label randomized 
crossover trial, 23 renal transplant recipients with 
a previous history of nonmelanoma skin cancer 
received 25 mg/d of acitretin (or dose modifi ca-
tion based on tolerability—up to 50 mg/d) for 12 
months. Though there were signifi cantly fewer 
SCCs observed when patients were taking acitre-
tin compared with the drug-free period (P = .002), 
there were no eff ects on BCCs. Only 11 patients 
were able to complete the two-year trial, with treat-
ment side eff ects necessitating study withdrawal 
for nine patients.54 In another study, 44 renal trans-
plant recipients with ≥ 10 AKs were enrolled in a 
double-blind placebo-controlled RCT to evaluate 
the chemoprophylactic eff ects of 30 mg of acitretin 
daily. Following the six-month treatment period, 
there was a statistically signifi cant diff erence in 
the number of new SCCs between the treatment 
and placebo arms. Three patients in the acitretin 
arm were removed from study early: one for hyper-
cholesterolemia and two due to drug rash.55 In a 
third study with renal transplant recipients, com-

paring the eff ect of two diff erent doses of acitretin 
(0.4 mg/kg/d for 1 year vs 0.4 mg/kg/d for three-
months followed by 0.2 mg/kg/d for the remain-
ing nine months), no eff ect on the incidence of 
new skin malignancies was detected.56 Impor-
tantly, acitretin had no adverse eff ects on renal 
function in any of these studies.54-56

Given the available evidence, acitretin may be 
effi  cacious for chemoprevention of nonmelanoma 
skin cancer in high-risk transplant patients; how-
ever, optimal dosing and long-term safety remain 
unclear. While other agents such as nicotinamide, 
capecitabine, and PDT have been proposed for 
nonmelanoma skin cancer chemoprevention in 
transplant patients, the evidence to support their 
use is limited and not recommended at this time.57-63

CONCLUSION

Disease prevention encompasses a range of inter-
ventions aimed at early detection of disease, as 
well as reduction of disease burden once dam-
age has already occurred. There is a clear need 
for development of evidence-based guidelines 
for skin cancer screening. In the absence of data-
driven guidelines, we recommend that high-risk 
individuals (see Table 1) undergo regular skin 
exams by a dermatologist. It is our practice to fol-
low patients with skin examination every three 
to 12 months based upon individual clinical 
characteristics, including risk factors, rate of 
new nonmelanoma skin cancer development, 
and patient preference.

In addition to skin cancer screening, chemopre-
vention may be an appropriate secondary preven-
tion strategy in some patients. The use of chemo-
preventive agents should be considered in patients 
who develop multiple nonmelanoma skin cancers 
per year and/or aggressive tumors, or those who 
have rapid development of multiple nonmelanoma 
skin cancers. We generally favor consideration 
of nicotinamide in high-risk immunocompetent 
patients due to the favorable toxicity profi le and 
effi  cacy. Since various therapies target diff erent 
pathways associated with the development of skin 
cancer, there may be synergistic eff ects of com-
binatorial therapy, and further work is needed to 
evaluate novel chemopreventive agents alone or 
in combination for the secondary prevention of 
nonmelanoma skin cancers. e

Financial Disclosure: The authors have no signifi -
cant fi nancial interest in or other relationship with the 
manufacturer of any product or provider of any service 
mentioned in this article.
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C
utaneous papillomavirus (PV) infection 
plays a key role in the development of 
non-melanoma skin cancer, German 
researchers have found. Their studies 

of PV-infected rodents show a link between cuta-
neous PV infection, ultraviolet B (UVB) irradia-
tion, and the development of non-melanoma skin 
cancer. Their study appears in PLoS Pathogens.

The study supports the evolutionary pro-
cess in which PV contributes “to the fi rst steps 
by enhancing the probability for tumor forma-
tion,” the investigators wrote.

They concluded that theirs “is the fi rst study 
showing cooperation between cutaneous PV infec-
tion and UVB radiation in SCC [squamous cell 
carcinoma] formation in naturally infected ani-
mals. It can be considered as a paradigm for a 
frequent cancer initiated by a cutaneous papil-
lomavirus which is fi nally no longer required to 
maintain the malignant state, a situation com-

monly found in SCCs from patients.”
Because SCCs either completely lack human 

papillomavirus (HPV) DNA or only a few cells are 
virus positive, skepticism abounds about HPV’s 
role in the etiology of non-melanoma skin cancer. 

They used a rodent model with a low rate of 
spontaneous skin tumors to explore the inter-
play between PV infection and UVB in PV-
infected animals and those not infected. They 
found that UVB irradiation induced skin tumors 
only in the PV-infected rodents. Two entities of 
skin tumors were observed: keratinizing squa-
mous cell carcinomas that resembled keratocan-
thomas in humans and non-keratinizing squa-
mous cell carcinomas that were more aggressive 
(grew faster) and developed ulcerations as they 
grew. PV-infected animals irradiated with a low 
dose of UVB more often developed keratinizing 
SCCs whereas those irradiated with a higher 
dose mainly developed non-keratinizing SCCs.

Because viral load represents a current sta-
tus that may change during the multi-step pro-
cess of skin carcinogenesis, the authors deter-
mined antibody responses against PV capsids 
to more reliably detect preceding infection. Ani-
mals with well-diff erentiated KSCCs had the 
highest titers, which probably refl ects a stronger 
immune exposure due to a productive viral infec-
tion. Titers were more dispersed in the group of 
animals with poorly diff erentiated non-kerati-
nizing SCCs than in those with keratinizing 
SCCs, “which may refl ect the quantitative loss 
of PV in these lesions and the absence of a con-
tinuous immune challenge,” according to the 
investigators. e
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PV, non-melanoma skin cancer link
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S
tudies have shown that melanoma inci-
dence rates among non-Hispanic whites 
have been rising in recent years, which is 
true — to a degree, according to a research 

letter published in March in JAMA Dermatol-
ogy. The rates are indeed rising for those younger 
than 15 years old and older than 45 years old. 
However, the analysis highlights a big dip in 
melanoma cases for those between 15-44 years.

The authors, led by Dawn M. Holman, MPH, 
of the Centers for Disease Control and Preven-
tion, say the drop for the 15-44 year olds may be 
due to intensive skin cancer prevention programs 
that were introduced in recent years.

“Although primary skin cancer prevention 
eff orts have often focused on children, adoles-
cents, and young adults, the steady increase in 
melanoma incidence rates among older adults 

indicates a need for eff orts that promote skin can-
cer preventive behaviors throughout adulthood. 
Such eff orts could focus on groups at high risk, 
such as outdoor workers and intentional tanners. 
Ongoing surveillance of melanoma incidence is 
warranted to monitor progress toward national 
skin cancer prevention goals and guide preven-
tion strategies,” the authors wrote.

The analysis is based on data collected between 
February 2010 and December 2014 from the 
Centers for Disease Control and Prevention’s 
National Program of Cancer Registries and the 
National Cancer Institute’s Surveillance, Epi-
demiology and End Results Program. 

The authors describe the rising incidence of 
melanoma among older age groups as “statisti-
cally signifi cant.”

The largest drop in incidence came from 

young adults between 15-24 years old in which 
the average annual percent change of incidence 
for both men and women dropped 5.1 percent. 
The rates of incidence gradually rose among older 
age groups:  -1.7 percent for 25-34 years old; -0.5 
percent for 35-44 year olds; .4 percent for 45-54 
years old; 1.3 percent for 55-64 years old; 2.5 
percent (or, 15,056 individuals) for 65-74 years 
old; 3.6 percent for 75-84 year olds; and, 4.6 per-
cent for men and women older than 85 years old.

But for the very young — 15 years old and 
younger — the incidence rate spikes to 1.4 per-
cent aff ecting 64,991 individuals. e
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Physician payment models

E
xisting physician reimbursement models are a 
springboard for creating improved models that 
better align the practice management goals of 
dermatologists with patient care. 

“Every specialty within medicine is being aff ected by 
policy reforms impacting physician payment, including 
dermatology,” says Vinod Nambudiri, M.D., MBA, of 
Brigham and Women’s Hospital in Boston. “New mod-
els of reimbursement are increasingly emphasizing value 
alongside volume, highlighting the need for dermatolo-
gists to take an active role in recognizing and promoting 
high-value care for our patients.”

Dr. Nambudiri is co-author of an article on physician 
payments models in dermatology published in January 
in the Journal of the American Academy of Dermatology.

“Metrics such as improvement in clinical outcomes and 
patient satisfaction, which refl ect the quality of care pro-
vided, are also taking hold within dermatology. This pro-
vides the chance for dermatologists to help defi ne the spe-
cifi c factors which matter to our patients and align our 
practice, payments and performance toward enhanced 
patient outcomes.”

The article summarizes the pros and cons of several 
payment models, ranging from fee-for-service to a merit-
based incentives payment system.

“Bundled payments provide reimbursements based 
on specifi c diseases or episodes of care and put the onus 
on dermatologists to eff ectively manage the costs of care,” 
Dr. Nambudiri says.

In contrast, tools from the business world, such as the 
technique of time-driven activity-based costing (TDABC), 
may help dermatologists to defi ne the direct costs of provid-
ing individual clinical services such as biopsies or patient 
visits, and inform models of cost-eff ective dermatology 
practice, according to Dr. Nambudiri.

“One of the best ways for dermatologists to prepare for 
a changing payment landscape is to educate themselves 
on current models of physician reimbursement in order 
to contribute to shaping emerging payment reform,” Dr. 
Nambudiri says.

The authors hope that dermatologists will study cur-
rent models of reimbursement as a guide for creating com-
prehensive and appropriate reimbursement models for the 
complex care delivered to patients. e

SEE THE RELATED TABLE ON PAGE 78
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Brigham and Women’s Hospital, Boston



https://www.cosmeticsurgery.org/default.aspx


DermatologyTimes®

JUNE 2018

78
business
PHYSICIAN PAYMENTS        Advanced Practice Management  80        Recruitment  82        Resilience  84        Staffi ng  86        Care Cost Conversations  88

PHYSICIAN PAYMENT MODELS

One of the best ways for dermatologists to prepare for changing payment 
landscapes is to educate themselves on current models for physician reim-
bursement.”
Vinod Nambudiri, M.D., MBA, Brigham and Women’s Hospital, Boston

A SUMMARY OF CURRENT PHYSICIAN PAYMENT MODELS

 

Fee-For-Service
 By far the most common reimbursement model 

in dermatology, over 90 percent of physicians 

utilize volume-based reimbursement models. 

Service rates generally differ by region. The rates 

are based on the work performed, expense to the 

practice and malpractice insurance. Physicians 

with more training, perform more complex 

services, have more practice expenses and see 

more patients, have high rates. This framework 

relies on patient volume and may not promote 

cost-saving treatment options.

 

Flat rate reimbursement
 Mostly for direct-to-patient teledermatology 

and cosmetic procedures, but dependent on 

volume. No differentiation between physician and 

nonphysician rendered services; however, there 

is ⇓ exibility in charges and patients have price 

transparency.

 

Fixed reimbursement
 Uncommon in dermatology. Although salary 

primarily based on comparable fee-for-service 

compensation, there is increased pressure to 

maximize work load.

 

Merit-based incentives payment 
system

 Value-based reimbursement modi⇒ ers that take 

into account quality, advancing care, practice 

improvement and cost-savings.

 May incorporate clinical outcomes, cost-

effective care and patient satisfaction as well. 

Validity of this model is questionable, though, 

without ⇒ rst developing best-practice databases 

and widespread consensus as to high-quality 

dermatologic care.

 

Bundled payments
 Fixed payment for a patient’s episode of 

care or disease state. Similar to capitated 

reimbursements, however risk is limited to 

the disease or diagnosis being treated. Risk 

calculations and service attributions remain 

complex. Clinical management may be more 

complex in dermatology.

 

Time-driven activity-based costing 
(TDABC)

 Calculates direct costs of medical services, but 

not for indirect costs. This model has been used 

to develop bundle payment models that cover 

direct costs for patient care.
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A
s regulatory demands and 
offi  ce expenses increase, 
insurance reimburse-
ment seems f lat or on a 

slow decline, says Howard Wood-
ing Rogers, M.D.

“The instinct for physicians in that 
sort of environment where your over-
head keeps going up but your reve-
nue per patient doesn’t, is to see more 
patients or do more procedures. At that 
point, we kind of get on a hamster wheel. 
We’re running faster and faster and not 
seeming to get anywhere. The fact that 
more physicians are experiencing burn-
out is indicative of that,” he said.

But the key, Dr. Rogers said dur-
ing a talk at the American Academy 
of Dermatology annual meeting, is to 
work better — not necessarily harder.

Conduct a financial analysis to 
determine how best to support and 
strengthen the practice without adding 
more patients, he says. But if adding 
more patients is unavoidable, adopt 
practice management strategies to max-
imize income and decrease expenses. 
Some of these include adding more 
offi  ce hours; cultivate referrals for new 
services; or hire a new dermatologist. 

But above all, increase effi  ciency:

1. USE A SCRIBE. This allows the 
physician to spend less time docu-

menting and more time with the patient.

2.IMPROVE SCHEDULING. 

Schedule pat ients during 
downtimes.

3.KEEP WAIT TIMES SHORT.

Mail or email paperwork to 
patients in advance of the visit.

4.USE FORMS. Utilize prepopu-
lated prescriptions, instructions 

and education forms.

5. REDUCE NO-SHOWS. Adopt a 
computerized patient recall sys-

tem to reduce no-shows. “In my offi  ce, 
we have a system that calls every single 
patient. The computer does it two days 
before their appointments. For expen-
sive and time-consuming procedures, 
my staff  calls the patient personally the 
day before. Those are blocks that we 
can’t have empty,” Dr. Rogers says.

6. EMPLOY EXTENDERS. Add nurse 
practitioners or a physician assis-

tants to the team. They can meet with 
less complex follow-ups which frees 
the dermatologists to address com-
plicated cases.

7.OPTIMIZE BILLING. 

This can increase the average 
reimbursement for each patient. A 
lot of dermatologists bill at allowable 
lower levels to avoid audits. “If you’re 
providing a service and are document-
ing it properly, bill to the appropriate 
level,” he says.

8.MAXIMIZE NEW PATIENT                    

VISITS. New patient visits may re-
imburse more than established patient 
visits, so the physician should focus on 
these cases, while established patients 
meet with a nurse practitioner or physi-
cian assistant or, they can call with fol-
low-up questions.

9.RENEGOTIATE INSURANCE 

CONTRACTS.

“Everybody thinks their insurance 
contracts are set in stone, but they’re 
not,” he says. An insurance company, 
for example, might be more inclined 
to renegotiate contracts for physicians 
who serve in underserved communities.

10.RENEGOTIATE  RECURRING 

OFFICE EXPENSES.

“I hired an offi  ce manager who loves 
to negotiate and she is phenomenal at 
it. She called every one of my vendors 

and said, ‘I think we can do better else-
where,’ [reducing] cable prices, tele-
phone prices, garbage pickup, haz-
ardous waste prices, liquid nitrogen 
prices…. No one will give you a lower 
price unless you ask.”

11.CHANGE INSURERS.

If an insurer is paying a derma-
tologist at a subpar level, you may want 
to consider dropping the insurer. “You 
don’t want to do that because it hurts 
patients, but at the same time, you’re 
running a small business—not a charity.”

BOTTOM LINE PRESSURE 

WILL CONTINUE

Insurers are under intense pressure to 
decrease their expenditures. They’re 
under federal pressure, state pressure 
and pressure by insurance buyers. 

“They’re defi nitely not looking at 
trying to increase the amount of money 
they’re paying physicians. On the other 
side of that, overheads are increasing 
substantially. Employee health insur-
ance in my offi  ce, for example, goes 
up between 10 and 20 percent each 
year,” Dr. Rogers said.

On the regulatory side, the require-
ments for Medicare’s Access and CHIP 
Reauthorization Act of 2015 (MACRA’s) 
quality programs instituted through the 
Merit Based Incentive Payments Sys-
tem (MIPS) are going to ramp up. And 
healthcare reform, which is fl uid, could 
still undergo big change, he says. 

Change is inevitable, says Caroline 
C. Kim, M.D., director of the Pigmented 
Lesion Clinic and associate director of 
the dermatology department’s Cutane-
ous Oncology Program at Beth Israel 
Deaconess Medical Center, in Boston.

Dr. Kim, who presented on change 
management during the AAD ses-
sion, writes in an email to Dermatol-
ogy Times that navigating and lead-
ing through change is an important 
skillset for dermatologists, given the 

Conduct a fi nancial analysis.

Adding more patients is 

not always the answer to 

increasing revenue.

Work better, not harder
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How to recruit and retain young physicians
KEITH LORIA | Staff  Correspondent

W
ith the physician shortage remain-
ing a large concern for healthcare 
providers in 2018, a new study 
from medical employment fi rm 

CompHealth identifi ed ways young physicians 
fi nd their fi rst positions, what they want in a job, 
and why they leave.

Not surprisingly, the survey found that young 
physicians are looking for good compensation. 
But money’s not all they’re looking for. Lisa Grabl, 
president of Midvale, Utah-based CompHealth, 
says facilities should be aware that young phy-
sicians also want to work in a place that has a 
great culture and off ers a good work/life balance.

“If you’re not strong in these areas, look for 
ways to improve, or you’re going to lose out on 
attracting the best talent,” Grabl says.

For many years, physicians were willing to 
work incredibly long hours and make their careers 
the center of their lives. Millennial physicians 
still care about their patients and careers, but 
they also want to have time for family, friends 
and interests outside of medicine, which is why 
many healthcare facilities have adjusted their 
recruiting tactics to show how they can meet 
all of the physicians’ needs.

Jennifer Moody, an associate principal 
at ECG Management Consultants, a Dal-
las, Texas-based medical staff ing company, 
says physicians in their first jobs are looking 

to build upon the clinical expertise they’ve 
been developing in residency/fellowship.

“It is important to many that they fi nd a prac-
tice opportunity that allows them an interesting 
case mix,” she says.

Also important, she notes, is any opportunity 
for improved fi nancial stability—such as loan 
forgiveness, net income guarantees or a sign-
ing bonus, as quite often, new physicians have 
a great deal of educational debt.

Chris Borasz, manager of physician and pro-
vider recruitment for OhioHealth in Columbus, 
Ohio, says when recruiting, it’s important to think 
about the total family, not just the physician, and 
consider what in the community can support the 
spouse or partner.

“It’s fi nding things that are helping to engage that 
person in connectivity to community,” Borasz says. 

FINDING WORK

According to the survey, 40% of placements are 
a result of referrals and networking. Only 12% 
of young doctors use social media to fi nd work, 
despite spending between fi ve and 19 hours a 
week online for personal use.

Moody says that millennials especially will 
often utilize social media to look for practice 
opportunities, confer with peers about salary 
norms or contract requirements on [social media-
based] message boards, and research potential 

locations [to work] on the internet. Therefore, if 
practices are only advertising in specialty jour-
nals or hoping to network at society meetings, 
they will miss out on many candidates.

THE KEY TO RETENTION

The survey found that physicians are generally 
quite satisfi ed in their jobs but are also willing 
to change employers if they can fi nd a better fi t. 
The key to retention, Grabl notes, is listening to 
physicians to ensure their needs are being met.

She suggests holding stay interviews at intervals 
after the physician has been recruited—at three 
months, six months and a year—where they can 
monitor how the physician and his or her family 
are integrating into the practice and community. 
This would involve simply talking to the doctor 
and his family about what they like, what they feel 
is missing in their lives, and recommending solu-
tions to fi x any problems and concerns.

Grabl says this is important because young 
physicians today want more than just a good 
working opportunity.

“They are still willing to work, and work hard, 
but they also want more in their lives,” she says. 
“That could be implementing more fl exible sched-
ules, reducing on-call requirements or bringing 
in locum tenens physicians to allow for vacation 
time or help with patient load.” e
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fast pace at which change is happening in today’s 
climate.

Changes include everything from staff  and phys-
ical space changes, to rules and regulations, paper-
work, insurance coverage and practice ownership. 
Even the smallest of changes can make big diff er-
ences in a dermatologist’s day-to-day work, she says. 

There are three basic principles for success-
ful change, Dr. Kim said citing John P. Kotter, 
author of “Leading Change,” published in 1996.

1.CREATE THE CLIMATE: 

Communicate the urgency for change.

2.ENGAGE AND ENABLE THE 

WHOLE ORGANIZATION:

Communicate the vision and empower those 

you lead to change.

3.IMPLEMENT AND SUSTAIN CHANGE:

Leverage short-term wins and embed them 
into the culture.

“In John Kotter’s research, only 30 percent 
of change programs succeeded, and these were 
the principles that were common to the success 
stories. We can draw from this research in our 
own fi eld,” Dr. Kim says. 

An example of successful change, which is 
close to home for Dr. Kim, is the Harvard Busi-
ness Review case study “Change through Persua-
sion” on Paul Levy’s leadership to turnaround the 
Beth Israel Deaconess Medical Center. After its 
merger, the hospital faced huge fi nancial losses, 
high turnover and low morale.  

“One take-home point is excellent commu-
nication with and engagement of the people you 
are leading — get into the trenches, communi-
cate often and involve your people in the change.  
The second theme is empathy. As a leader, empa-
thize with those you are leading through change,” 
Dr. Kim writes.

“Changes can be challenging and take a long 
time. Understand the group and individuals’ needs 
well in order to provide your group with the best 
environment, workfl ow and tools to do the best 
job they can.” e
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Consider what 

activities or habits 

are time wasters.

Take the time to 

refl ect on priorities. 

They change.

Prioritize and 

set goals.

Self-care before patient care

I
t’s easy to become overwhelmed 
between work and personal life 
demands. When that sense of anxi-
ety, stress or helplessness take over, 

everything suff ers. While dermatologists 
have enjoyed a low ranking when it comes 
to burnout, they aren’t immune, accord-
ing to a study published in early 2016 by 
MayoClinic Proceedings.1  In April, I 
off ered the fi rst of 10 tips for taking care 
of yourself. Here are the last fi ve.

#1DOUBLE UP

One excellent time-saver is to run 
multiple errands on the same outing, par-
ticularly when geographically close to 
one another or on the same route. Take a 
minute to consider what other tasks you 
have in a given area to boost productiv-
ity. You can stay connected to friends 
and family by doubling up during your 
fi tness time — invite a friend for a hike, 
take a bike ride with your kids, or make 
a phone call while getting in your steps 
at the park. 

#2ELIMINATE TIME-WASTERS 
Consider what activities or hab-

its you’d be better off  without and what 
small ways you can be more thoughtful 
and effi  cient with your time. This might 
mean off -loading activities that slow you 
down and compromise performance in 
higher priority areas.

This can be the year you give up a 
habit that’s doing more harm than good 
and prioritize family time or self-enrich-
ment activities over those less meaningful.

#3EMBRACE GRATITUDE

It’s simple, but eff ective. Our 
perspective can impact our emotional 

well-being and performance. Some peo-
ple are naturally negative, drawing moti-
vation from perfectionism, but that per-
spective doesn’t serve you when assess-
ing areas outside your control. 

An attitude of gratitude can reduce 
stress and anxiety while boosting health 
and contentment.2 Refl ect on how far 
your practice and career have come and 
consider all the doors that had to open to 
get you there. Support from loved-ones, 
professors, religious leaders, mentors, 
and childhood coaches likely have had 
a profound impact on your life. 

It’s worthwhile to train your brain to 
ponder these things regularly and act on 
them with a simple email, phone call, note 
card, prayer, or thought of thanksgiving! 
You’ll be amazed at how this impacts 
the people around you, as well as your 
own perspective and ability to respond 
to challenges and diffi  cult seasons. 

#4REFLECT ON PRIORITIES

Sometimes we plough through 
the daily demands of our careers with 
our heads down. We are so close to the 
details we can’t see the forest for the trees, 
especially in a high-volume specialty like 
dermatology. If you fi nd yourself just sur-
viving the rigors of practicing with a goal 
that’s growing ever more vague it’s time 
for a personal planning retreat! 

Businesses and practices have plan-
ning retreats where mission statements 
are hammered out, core values are iden-
tifi ed, and short and long-term goals are 
set. Plan a weekend with your spouse or 
appointments with professionals, such 
as a fi nancial planner. 

Time spent like this can redefi ne pri-
orities and be catalysts to small changes 

that have a huge impact in the long run. 
Take some personal time to allow your-
self to dream big, defi ne goals, and rekin-
dle hope and excitement! 

#5SET GOALS

Does just reading this article 
stress you out? Take a deep breath. You 
can’t do it all. Prioritize what you want to 
accomplish and break down your high-
est priorities into do-able changes. Take 
small  steps and celebrate micro-victories! 
Did you exercise more? Did you defi ne 
a new goal and work toward a do-able 
action plan? Sounds like success to me! 

These tips are not quick fi xes, but 
rather concepts that need to be applied. 
It requires constant re-evaluation of your 
priorities, goals, expectations, and ways 
in which you spend time. Life isn’t stag-
nant and neither are your dreams and 
goals. Take time to fi nd solutions and 
make adjustments to meet your current 
needs and long-term goals.

For more valuable tips on work-
l i fe  ba la nce see Cher yl’s  a r t i-
cle on Dermatolog y Times here: 
http://dermatologytimes.modernmedi-
cine.com/dermatology-times/news/fi nd-
ing-your-balance e
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Hire based for what 

you can’t teach.

Invest in substan-

tial staff training.

Develop a culture 

in which  people 

want to stay.

Staffi  ng strategies 
for the aesthetic practice

W
hether your medspa is 
a standalone facility, or 
it is located within your 
cosmetic dermatology 

practice, the hallmark of a successful 
medspa is dynamic staffi  ng.

That’s according to Matt Taranto, 
president of Mint Aesthetics, which spe-
cializes in training and consulting, and 
AesthetiCare MedSpa, both in Leawood, 
Kansas.

“You have to be willing to invest a lot of 
time and a lot of money in putting together 
a staff  that is amazingly well trained,” he 
says. “After consulting with over 1,000 
clinics in North America, over 80% of 
this industry is poorly trained.”

Mr. Taranto says it is also crucial to 
have compensation plans that reward 
productivity.

“You want your staff  to love the abso-
lute busiest days, while being really upset 
during a slow day,” he says. “On a slow 
day, each staff  member should look at 
themselves in the mirror and personally 
ask, ‘What can I do to change the situ-
ation for the better?’ Each member of 
your staff  should consider themselves 
part of the marketing team.”

Mr. Taranto, who shared effi  ciency 
strategies at The Medical Spa Show in 
February in Las Vegas, embraces the 
chain retailer Nordstrom’s motto: Hire 
the smile and train the skill.

WHO TO HIRE

“Hire, based on what you cannot teach,” 
he explains. “We can teach any intelli-
gent person to operate lasers and to per-
form treatments well. However, we can-
not teach someone how to be happy, eth-
ical, passionate and hard-working. As an 

adult, we either have those attributes or 
we do not.”

As an example, the last full-time nurse 
he hired had no aesthetic experience. 
“Still, she is dynamic, she is personable, 
she is smart and she is assertive,” he says. 
“Although it took me more money and 
time to bring her up to speed, she is now 
a superstar.”

He advises practices to interview sev-
eral candidates for any one position. 
“Sometimes we need to turn over a lot 
of stones before we fi nd that gem,” he says.

INVEST IN TRAINING

Once hired, extensive employee training 
is desirable. “I spend $60,000 every year 
on advanced training for my staff , despite 
already have one of the most experienced 
staff s in the country,” Mr. Taranto states.

Training on equipment, products, cus-
tomer service, consultation and market-
ing takes place both in and out of Kan-
sas, including fl ying trainers in from out 
of state. “I look for every opportunity 
to expose my employees to new proto-

cols and new techniques,” Taranto says.
Because employee turnover is so 

expensive, retention is key. “If you are 
not willing to pay fairly and treat them 
well, you lose good people,” notes Mr. 
Taranto, who is a 23-year veteran of the 
aesthetic industry. “You also need to cre-
ate a work environment that employees 
feel privileged to work in. This is aes-
thetics… It should be fun.”

All Mint Aesthetics and AesthetiCare 
MedSpa employees receive monthly and 
yearly bonuses when practice fi nancial 
goals are met.

Effi  ciently managing inventory like 
Botox, fi llers, retail products and med-
ical supplies is also important to maxi-
mize profi tability.

“A clinic needs to understand when 
to buy large quantities for a better price 
or when not to,” he says. “You do not 
want too many items sitting on the shelf 
— that costs you money.”

As for pursuing traditional marketing 
through a magazine, TV or radio ad, “this 
is a crowded and expensive marketplace,” 
he says. “We do virtually none of that. 
Almost everything is grassroots, face-
to-face, community-involvement mar-
keting, which is less expensive and far 
more eff ective.”

For instance, Mr. Taranto’s clinic hosts 
evening educational seminars on trends in 
nonsurgical aesthetics, on average once a 
week, for which existing clients are encour-
aged to invite friends and family.

“We make it fun,” he says. “We serve 
good food and wine, do live demonstra-
tions, off er on-the-spot incentives for ser-
vices and products, and truly educate 
the attendees about the nonsurgical aes-
thetic industry.” e
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Navigating cost-of-care 
conversations with patients
JORDAN ROSENFELD | Staff  Correspondent

Patients face greater 

out-of-pocket costs with 

high-deductible plans.

Not discussing 

cost of care can 

negatively impact 

likelihood of a patient 

getting necessary 

treatments.

Study offers four 

strategies to help 

physiicans bring up 

cost converasations.

F
or physicians trained to address 
the ills of the body and mind 
fi rst, discussing costs of care 
with patients may feel outside 

their typical role. Thus, physicians may 
put off  these conversations because they 
are unsure how to handle them.

However, patients are increasingly inter-
ested in knowing what they will pay in 
advance. The price of health insurance 
premiums has increased by 55% in the 
past decade, according to a 2017 Kaiser 
Family Foundation report. As a result, 
patients are facing greater out-of-pocket 
expenses and more high-deductible health 
plans. This requires physicians to con-
duct more conversations about costs of 
care with patients.

Fortunately, several organizations have 
begun to develop scripts and approaches 
for physicians to tackle these conversations 
with greater confi dence. That is impor-
tant, as not discussing costs of care can 
have a negative impact on patients’ like-
lihood of getting necessary treatments or 
medications, according to a 2016 study 
published in Health Aff airs.

“There’s this ivory tower [notion] in 
medical school that money doesn’t mat-
ter; just do what’s right for the patient,” 
explains Dustyn Williams, M.D., a hos-
pitalist and internal medicine clerkship 
director at Baton Rouge General in Baton 
Rouge, La. While he agrees that “doing 
what’s right” for the patient’s care is most 
physicians’ goal, “the reality is that health-
care costs are really high. And physicians 
don’t have that education until they get 
into practice.”

Indeed, in a 2016 study by the Society 
for Medical Decision Making (SMDM), 

physicians only discussed medical costs 
with patients about 30% of the time; and 
of those discussions, only about 40% 
included conversations in which physi-
cians and patients sought alternatives that 
would save costs on medications or tests.

The study also found that 59% to 80% 
of patients want to discuss out-of-pocket 
costs during their visits with physicians, 
and 91% of physicians believe that man-
aging patient costs is important.

Emmy Ganos, Ph.D., program offi  cer 
at the Robert Wood Johnson Foundation 
(RWJF), says the foundation was inspired 
to take action after reviewing the SMDM 
study results. 

“Typically those conversations [about 
costs of care] were short, some as little as a 
minute, but when done well, they resulted 
in changes that were really important to 
care plans or advice for how to fi nd a drug 
less expensively,” she says.

The study suggests four strategies phy-
sicians can bring up with patients to help 
lower costs without changing the care plan:
}  changing logistics of care, i.e. the tim-

ing, source, or location;
} facilitating co-pay assistance;
}  providing free samples; and
} changing/adding insurance plans.

In addition, the study recommends four 
strategies for reducing costs by changing 
the care plan:
}  switching to lower-cost alternative treat-

ment or test;
}  switching from brand name to generic 

medications;
}  changing medication dosage/frequency;
}  and stopping/withholding interventions 

for a time to allow a patient to save up.
Ganos says that these strategies can 

provide physicians a roadmap to help 
patients reduce their costs.

The RWJF has partnered with Avalere 
Health, a Washington, D.C.-based health-
care consulting fi rm, on a research proj-
ect called “Key Steps to Improve Patient-
Clinician Cost-of-Care Conversations.” 
The foundation also funded eight research 
studies to help physicians and care teams 
improve these conversations and hopes 
to publish their results later this year or 
early in 2019, Ganos says.

“We feel it’s important to have these 
conversations while a patient is receiv-
ing care/making decisions about care,” 
Ganos says. This is because sometimes 
a cost conversation may involve switch-
ing a care approach or medication “and 
that should be made with providers.”

One reason physicians may avoid 
cost conversations is a lack of transpar-
ency about costs to patients from payers, 
according to Williams. This forces prac-
tices and patients to go through lengthy 
pre-approvals, he says.

There have been eff orts to legislate 
greater transparency—and price trans-
parency tools exist, such as apps and even 
programs that can be integrated into an 
EHR—but there’s a long way to go until 
full transparency has been achieved.

STANDARDIZED CONVERSATIONS

To help doctors and patients, several 
healthcare organizations, including the 
American College of Physicians (ACP), 
are working to standardize these cost-
of-care conversations, even providing 
sample scripts to empower both physi-
cians and patients.

CONVERSATIONS CONTINUES ON PAGE 90f
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Typically those conversations [about costs of care] were short, some as 
little as a minute, but when done well, they resulted in changes that were really 
important to care plans or advice for how to fi nd a drug less expensively.”
Emmy Ganos, Ph.D., program offi  cer, Robert Wood Johnson Foundation

Cynthia D. Smith, M.D., vice president of 
clinical programs at the ACP, points out that pro-
viding a script also helps physicians avoid any 
implicit bias they may have about which patients 
are likely to need fi nancial assistance.

“You have to be careful to not make assump-
tions about people,” Smith says. “You can’t really 
assume that one patient might have a problem 
paying for care; you have to ask.”

The ACP has developed a “high value care ini-
tiative” that walks physicians through a patient 
encounter with specifi c guidelines that include 
addressing cost-of-care issues. One step is to 
screen for “logistical and fi nancial barriers to 
care” with questions such as:
}  Are you worried about how your care will be 

paid for?
}  If so, how can we help you with these problems?
}  Do you have diffi  culty getting to appointments 

or medical tests?
The last question is of great importance to Ganos 

and colleagues at the RWJF because they’ve found 
that social determinants of health also play a big 
role in patients getting treatment. Those kinds of 
costs are a big unmet need,” Ganos says.

In addition to guiding physicians on how to be 
sensitive to patients’ fi nancial needs, Wendy K. 
Nickel, MPH, director of the Centers for Qual-
ity and Patient Partnership in Healthcare at the 
ACP, points out that standardizing the process 
leads to greater shared decision-making between 
physician and patient. A standardized script can 
enable physicians to become better educated on the 
costs of treatments, procedures and medications.

Ganos points out these conversations don’t 
always have to be solely up to the physician, but 
should happen within care teams.

She’s seen the importance of engaging other 
staff  members, such as receptionists, who fi eld a 
lot of cost-related questions, or nurse practitio-
ners and medical assistants. Ganos encourages 
physicians to work with their staff  to put together 
a list of answers to frequently asked questions in 
advance of patient visits.

It might also be helpful for physicians who are 
engaging in a greater number of conversations 
about cost of care to remember that patients have 
more cost sensitivity than they used to, says Nickel. 

“What they’re really interested in is not what the 
charges for giving certain tests or treatments are, 
but what they’re going to have to pay out of pocket.” 
That, she says, is “a very complicated answer to 
come up with.”

BECOME A PATIENT ADVOCATE

Linda Girgis, MD, a primary care physician in 
South River, N.J., makes a point of helping her 
patients fi nd out the costs of tests and medica-
tions she prescribes to ensure that they follow 
through on their treatments.

“The way I look at it, if a patient needs a test, 
they need a test,” Girgis says. “My medical advice 
is not going to change, but it’s not helpful to them 
if they can’t pay to get it.”

She explains to them that they have the right to 
know price information up front before they get 
a test or a treatment. “I tell them to shop around, 
to ask for prices and be sure they know their cov-
erage.” She says her patients feel better know-
ing she is advocating for them.

Girgis recommends physicians take the time 
to fi nd some key resources to help patients and 
have those accessible during visits. She suggests 
keeping phone numbers on hand, such as those 
for the local facilities that perform certain tests, 
as well as those of social workers who can help 
patients fi nd fi nancial assistance.

Williams sees more pressure on physicians 
to add more tests and treatments, refer out, and 
even get unnecessary testing. He hopes physi-
cians can push back against this pressure partic-
ularly when a patient is concerned about being 
able to aff ord their treatments or medications.

He encourages physicians to prescribe generic 
medications whenever possible. Though, he 
acknowledges, this can be diffi  cult for physi-
cians who are getting pressure from pharmaceu-
tical reps and even their own medical systems 
to prescribe brand- name drugs. He takes the 
approach that the patient and the physician are a 
team and physicians should try to be a patient’s 
advocate at all times.

If a patient is resisting a medication or treat-
ment the physician has prescribed due to fear 
of its cost, he urges physicians to be sensitive 
to the patient’s fi nancial status. “Having those 

conversations isn’t about questioning the phy-
sician’s decision, it’s about questioning this gar-
gantuan broken system that both the physician 
and patient have to work within.” The goal is 
to get the patient the best treatment option they 
can aff ord.

If cost-of-care conversations feel awkward, 
Ganos hopes physicians will use scripts and 
encounter models such as those created by the 
RWJF and the ACP until it becomes second 
nature.

PATIENT RESOURCES

Equally important to ensuring open communica-
tion around costs of care is empowering patients 
to ask the right questions, says Ganos.

She directs patients to a document published 
by the non-profi t Consumer Health Choices, 
on fi ve questions patients should ask their doc-
tor before a test, procedure, or treatment. The 
questions are:
}  Do I really need this test or procedure?
}  What are the risks?
}  Are there simpler, safer options?
}  What happens if I don’t do anything?
}  How much does it cost?

Nickel urges physicians to remind their patients 
to familiarize themselves with the mechanisms 
of their health insurance plans. “If you have a 
high-deductible health plan, what are the impli-
cations if you paid off  your deductible late in 
the calendar year and then require some sort of 
expensive treatment? Although it might be cov-
ered in December, if you wait until January of 
the next year, you will have to pay out of pocket. 
It’s important to know those kinds of things,” 
Nickel says.

Websites such as Healthcare Bluebook allow 
patients to plug in the cost of specifi c insurance 
premiums and compare them to other premiums 
online. Apps such as GoodRx and Amino off er 
some price comparisons for some treatments and 
procedures, but not all.

However, Ganos says that it’s a lot to ask of 
patients to use these tools on their own.

“Patients making decisions in the absence of 
a provider may prove to be less than helpful to 
their care,” she says. e

} Conversations about cost can be made easier with this insight FROM PAGE 88
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MOHS SURGEON

MULTIPLE PART TIME OPPORTUNITIES

Enfield, CT 2-3 days/mo

Groton, CT 1-2 days/mo

Sanford,NC 2-3 days/mo

Contact Karey, (866) 488-4100 or
www.MyDermGroup.com
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U T A H
SALT LAKE CITY

CHUCK BERG 801.947.8308

We Buy Practices

• Retiring
• Monetization of your practice
• Locking in your value now
• Succession planning
• Sell all or part of your practice

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

email WeBuy@MyDermGroup.com
www.MyDermGroup.com

Expert Services for:

Buying or Selling a Practice

Practice Appraisal

Practice Financing

Partner Buy-in or Buy-out

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation

(800) 416-2055
www.TransitionConsultants.com

PRODUCTS
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CAREERS

NATIONAL COLORADO

ARIZONA

COLORADO

Mohs Surgeon Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

YUMA, ARIZONA

Partnership Available 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

CASTLE ROCK, COLORADO

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

CONNECTICUT

CONNECTICUT

SOUTHBURY, 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

ENFIELD, CONNECTICUT

Associate Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

CLINTON, CONNECTICUT

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com
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FLORIDA

PUNTA GORDA/PORT CHARLOTTE, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

CAPE CORAL, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

ST. PETE, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

OCALA, FLORIDA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

GAINESVILLE, FLORIDA

Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

CORAL GABLES, FLORIDA

Partnership Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

ILLINOIS

MARYLAND

GEORGIA

ALBANY, GEORGIA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

WHITE PLAINS, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

ROCKVILLE, MARYLAND

Associate Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

CALUMET CITY/DYER, IN

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

BALTIMORE, MARYLAND

Associate Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

MASSACHUSETTS

BOSTON, MASSACHUSETTS

Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

WORCESTER, MASSACHUSETTS

Partnership Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

CAPE COD, MASSACHUSETTS

PT/FT Opportunity 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

MICHIGAN

KALAMAZOO, MICHIGAN

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

CAREERS

LANSING, MICHIGAN

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

NORTH CAROLINA

NEW JERSEY

OREGON

CHARLOTTE, NORTH CAROLINA

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

CENTRAL, NEW JERSEY

Excellent opportunity for a FT dermatologist 

to join an established practice. Contact Karey, 

(866) 488-8100 or www.MyDermGroup.com

PENNSYLVANIA

PHILADELPHIA, PENNSYLVANIA

General Dermatologist Opportunities

Contact Christie Knowles, (904) 509-8537 or

crystal.knowles@leavittmgt.com

PITTSBURGH, PENNSYLVANIA

Partnership Available 

Contact Karey, (866) 488-4100 or

www.MyDermGroup.com

EUGENE, OREGON

FT/PT BC/BE General Dermatologist - possible 
PT Mohs. Early partnership with 34 year thriving 
practice. Fast growing high tech and university 
community. Collegial relationship with one 
dermatologist and 2 PAs.

Call Julie @ 541-681-5090 or 

email JulieS@pps-eugene.com

Joanna Shippoli
Account Manager

440-891-2615

Joanna.Shippoli@ubm.com
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A  GlobalMed’s Cost 
Simplifi ed Solution offers 
fully integrated telemedicine 
technology
TELEMEDICINE PROVIDER GLOBALMED, which pro-

vides integrated devices and software solu-

tions to make healthcare more accessible, 

has launched Cost Simplifi ed, a program with 

a fl at monthly fee and with delivery method 

options from which physicians can choose 

based on their needs.

Doctors can choose from three smart delivery 

methods to cater to their patients:

Transportable Exam Station (TES): This rug-

ged rolling case is weather-resistant and con-

venient for traveling to other locations. Capa-

ble of using Wi-Fi, 3G, 4G or wired connections, 

TES helps to ensure data isn’t lost. It is a HIPAA- 

and HITRUST-compliant platform with secure 

data transfer capabilities.

Xpress Station: This modular station has a slim 

footprint, can be maneuvered in tight spaces 

and is equipped with Ethernet and Wi-Fi capa-

bilities. It has integrated hardware and soft-

ware, and can be connected with other instru-

ments.

WallDoc: This height-adjustable screen 

mounts on a wall, is free of cords and attach-

ments, and is ideal for areas with limited 

space. It uses video-conferencing software 

that connects with medical devices that are 

housed within the unit. 

The Cost Simplifi ed plan also includes three 

smart devices: the TotalExam 3 HD digital 

exam camera, the ClearSteth application for 

tele-auscultation, and the TotalVitals Moni-

tor. The plan also includes setup and training. 

All upgrades are handled remotely by Glo-

balMed. 

FOR MORE INFORMATION: https://www.globalmed.com

B  Primer, mineral powder 
brush provide sun protection, 
color correction
THE SUNFORGETTABLE COLLECTION by Colore-

science now features Mineral Powder SPF 50 

Brush and the Primer SPF 30. 

The brush self-dispenses powder, making it 

quick and easy to get sun protection while on 

the go and to reapply throughout the day. It 

comes in fair, medium and tan skin tones, and 

contains a lightweight, nonirritating formula.

The primer helps to even out complexion and 

smooths the skin for applying makeup. Its 

shade is designed to reduce redness in all skin 

tones. 

The mineral makeup in the Colorescience col-

lection is designed to provide skin complexion 

correction, sun protection and postprocedure 

coverage.

Both items provide UVA/UVB non-chemical 

sunscreen protection.

FOR MORE INFORMATION: www.colorescience.com 

C  Radiofrequency device 
treats wrinkles, acne scars, 
stretch marks
A NEW TABLETOP DEVICE by Syneron, the eTwo, 

combines its Sublime electro-optical technolo-

gy with Sublative applications for facial rejuve-

nation and other treatment options.

Sublime provides controlled deep dermal 

heating with infrared light combined with bipo-

lar radiofrequency. This is paired with an ergo-

nomic applicator to deliver bipolar radiofre-

quency energy through a matrix of electrodes.

Among the conditions that can be treated 

with the eTwo are acne scarring, fractional 

resurfacing, striae and wrinkles. The device is 

noninvasive, results in low downtime, and most 

treatment sessions take 20-40 minutes to com-

plete. The eTwo is safe for use in all skin types.

The device is lightweight and compact, mak-

ing it easy to transport between offi ce loca-

tions. 

FOR MORE INFORMATION: https://syneron-candela.com/na/product/etwo 

D  Lotion addresses signs of 
skin aging, damage
THE INTENSIVE DAILY REPAIR by SUZANOBAGIMD 

hydrates and rejuvenates the skin, helping to 

improve clarity and texture.

The daily lotion contains polyhydroxyacids 

such as gluconolactone and lactobionic acid 

that help to exfoliate the skin. Other key ingre-

dients include allantoin and peptides. 

The Intensive Daily Repair is part of the SUZA-

NOBAGIMD skincare line, which was created 

in collaboration with cosmetic surgeon and 

dermatologist Suzan Obagi, M.D. The lotion 

is safe for use in conjunction with other prod-

ucts and systems in the Obagi line, as well. SUZ-

ANOBAGIMD skincare rejuvenation products 

are available only through Obagi Medical 

and other select skincare providers.

All of the SUZANOBAGIMD products are free of 

parabens, dyes and fragrances, and they are 

hypoallergenic. They are safe for use in all skin 

types.

FOR MORE INFORMATION: www.obagi.com 
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CLINICAL PEARLS

CALMING INFLAMMATION IN COMMON SKIN CONDITIONS
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P
ublishing new research fi ndings certainly has its benefi ts, but how physicians use that information and their 
personal experience in clinical practice can prove to be more insightful. In this table, we feature insights 
from three physicians who participated in the rapid-fi re Q&A “60 Tips in 60 Minutes” from the Winter Clinical 
Dermatology Conference held in January in Hawaii. 

REFERENCE:  “60 Tips in 60 Minutes.” Linda Stein Gold, M.D., Hilary Baldwin, M.D., Gary Goldenberg, M.D. Winter Clinical Dermatology Conference – Hawaii. January 12-17, 2018.

Dr. Goldenberg

Dr. Stein Gold

Dr. Baldwin

● Discuss diet with patients
“Be proactive in discussing diet with 
patients,” says Gary Goldenberg, M.D., 

a medical and cosmetic der-
matologist in private prac-

tice in New York City. Con-
sumer health news often 
suggests that diet can 
cause, or exacerbate 
existing skin conditions 

including eczema, psoria-
sis, acne and rosacea. But 
the scientifi c data to sup-

port these claims is “soft,” he says.

● Educate patients about 
 systemic associations

Because psoriasis is associated with 
psoriatic arthritis, cardiovascular and 
heart disease, metabolic disorders, 
insulin resistance, depression and 
other internal manifestations, Dr. Gold-
enberg counsels patients with psoriasis 
to notify their primary care physician if 
they notice signs of these conditions.

● All levels of acne severity can scar
“We worry a lot about scarring in 
patients who have nodulocystic acne,” 
said Linda Stein Gold, M.D., of Henry 
Ford Health System. “But studies have 
shown that all patients 
with acne, even those 
with milder or more 
superfi cial acne, 
can develop scar-
ring. It’s important 
to think about being 
aggressive in calming 
down the infl ammation 
with our acne patients.”

● Topical agents for scar treatment
Few clinical trials have investigated 
the safety and effectiveness of topical 
treatments for scars, but a newly pub-
lished study shows there is promise in 
this area, Dr. Gold said. A study pub-
lished in the April issue of the Ameri-
can Journal of Clinical Dermatology 
showed that the combination treat-
ment of topical 0.3%/benzoyl perox-
ide 2.5% gel, prevented and reduced 
atrophic scar formation. Scar count 
decreased over 24 weeks.

● Topical agents cannot 
 reduce sebum

Despite marketing claims, using oil-free 
moisturizers or other topical products 
cannot diminish sebum production. 
Not even topical retinoids can reduce 
sebum production, Dr. Gold said.

● Decrease dosage for serious 
 isotretinoin-induced flares

Some patients just starting out on 
isotretinoin therapy develop pseudo-
acne fulminans eruptions on the face, 
chest and back within two weeks of 
beginning treatment. At this point, most 
physicians increase the dose, but Hila-
ry Baldwin, M.D., medical director of the 
Acne Treatment and Research Center, 
Morristown, New Jersey, suggests cut-
ting the dose in half or stopping treat-
ment altogether. “The answer is not to 
increase the dose, which is what many 
dermatologists do. Instead, cut the 
dose 50% or stop it altogether. Then 
treat the patient with prednisone 1 mg/
kg per day until the reaction stops, and 
very gradually decrease the predni-

sone and reintroduce isotretinoin, start-
ing at around 10 mg daily,” she said.

● History of pseudotumor cerebri (PTC)
PTC is a rare side effect of isotretinoin, 
but having a personal history of PTC 
may not preclude isotretinoin treat-
ment. “In the past, when patients 

had a history of PTC, we’ve 
been afraid to use isotret-

inoin for fear of caus-
ing it again,” Dr. Bald-
win said. A case series 
published in May 2016 
in JAMA showed that 

with doses starting at 10 
mg daily, patients suc-
cessfully completed their 

course of isotretinoin without recur-
rence of PTC. 

● Applying topical acne medications
 to an unwashed face

When it comes down to a choice 
between compliance and nonadher-
ence, applying topical acne medi-
cations to an unwashed face may be 
the only feasible options, Dr. Baldwin 
says. Busy schedules may not allow 
for face washing before applying topi-
cals, but then, applying topicals to an 
unwashed face may reduce irritation 
that sometimes occurs when applied 
to a wet, recently washed face.

— Dermatology Times staff report with John Jesitus

Disclosures: Dr. Stein Gold has been an advisor, 
consultant or investigator for Galderma, Allergan, 
Valeant, Dermira, Novance and Foamix. Drs. Bald-
win and Goldenberg report no relevant fi nancial 
interests.
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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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Twins study 
conf rms genetic 
link in acne

by Ilya Petrou, M.D. | Staff Correspondent

ÒAs already confirmed in other acne studies, we also 
found a definite genetic predisposition to acne. Upon this, 
we believe it is very important to engage more awareness in 
terms of the exogenous factors or triggers that could aggra-
vate acne. It is paramount that we address everything we can 
proactively for the benefit of acne patients in the long-run,Ó 
said Elma D. Baron, M.D., professor of dermatology at Case 
Western Reserve University, Cleveland, Ohio, and chief of 
dermatology at Louis Stokes Cleveland VA Medical Center, 
and co-author of the study.

Dr. Baron and fellow colleagues conducted an acne survey 
study that included the data of 202 identical (101 pairs) and 
53 (26 sets) fraternal twins, as well as one set of fraternal 
triplets. All participants, on average, were young, predomi-
nantly female, and the majority were Fitzpatrick Skin Types 
II-III. Study metrics included patient demographics, BMI 
measurements, medical/family/social history, and physical 
activity. Participants were surveyed for acne incidence, age 
of onset, severity, and triggers. 

Data showed that the proportion of pairs where twins 
have acne was significantly higher in identical (64%) 
compared to fraternal (49%) twins. It was also found that 

A 
recent acne study1 in identical and fraternal twins indicates the condition may be 

primarily caused by genetics, and that social and environmental factors influence 

acne symptom severity. Raising awareness of the triggers that may exacerbate the 

condition may help in the treatment and management of acne patients.

social and environmental factors play a direct role in acne 
severity. A twin-to-twin subset analysis of 56 identical twin 
pairs who had acne but differed in self-reported acne severity 
revealed differences that could serve as triggers, such as a 
high sugar diet, a higher BMI, and lower frequency of exer-
cise compared to twins without acne.

Other studies have also shown the relationship of BMI 
with acne. According to Dr. Baron, it has become common 
knowledge that a higher BMI and a growing list of other 
proinflammatory conditions can negatively impact the skin, 
such as in psoriasis and, possibly, also acne and rosacea. 
However, how to best implement or adjust practice with this 
accrued knowledge can be challenging. 

ÒAlthough our study did not establish a correlation 
between sugar intake and acne, it did find a correlation 
between sugar intake and acne severity. It is important that 
we raise awareness of the impact of a high glycemic diet and 
the severity of acne among our acne patients so that such 
triggers can be better avoided, as well as possibly improving 
general health,Ó Dr. Baron said. 

In similar to previous studies, it was found that acne patients 

SOCIAL AND ENVIRONMENTAL FACTORS 

INFLUENCE SYMPTOM SEVERITY

Twins CONTINUED ON PAGE 16
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ACNE MANAGEMENT CONSIDERATIONS

This is important because a study in JAMA Dermatology of 
structured interviews with 26 nonadherent patients from four 
dermatology practices in the Philadelphia area found that cost 
was the major barrier to initiating therapy.

“I suspected that cost 
was increasingly a barrier to 
patients receiving medica-
tions, and acne was a prime 
example,” says co-author 
Jules Lipoff, M.D., an 
assistant professor of derma-
tology at the University 
of Pennsylvania. “More 
and more, insurances are 
requiring prior authoriza-

tions for medications or have high deductibles.”
Dr. Lipoff tells Dermatology Times that he finds out later 

from patients that they did not fill prescriptions, although he 
assumed that had. 

“I also receive too many calls from patients that a medication, 
even a generic topical medication that I expected to be inexpen-
sive, is $200 out of pocket,” he says.

Dr. Lipoff thought it was important to investigate, in depth, 
the barriers that patients experience and what goes through 
a patient’s mind when they do not follow through in filling a 
prescription.

The patient interviews revealed that 65% of patients had 
intended to fill prescriptions, but did not 
because of cost or coverage-related barriers. 
High out-of-pocket cost was cited by 42% of 
patients and lack of insurance coverage by 
38%.

In addition, 54% of patients were 
surprised by high medication cost when 
visiting pharmacies.

Similarly, 19% of patients reported receiving confusing and 
inconsistent instructions from different sources about prior 
authorization; fragmented interaction between the physician, 
pharmacy staff and physician’s office staff; and confusion over 
their own role in the prior authorization process.

Cost a barrier 

to medication 

adherence
STUDY EXAMINES PATIENT MINDSET

P
atient nonadherence to costly acne medications may be overcome 

by physicians telling patients upfront that preferred medications 

might be expensive.

Dr. Lipoff

65%

Patients who intended 
to fi ll prescriptions for 

acne treatment, but did 
not because of cost or 

coverage-related barriers.

PHYSICIAN-SUGGESTED APPROACHES 

TO SECURE MEDICATIONS

} Ask patients to call back

} Suggest patients shop around

}  Propose alternatives to non-covered, 

first-line medication

} Offer coupons to subsidize medication cost
Cost CONTINUED ON PAGE 16

by John Jesitus | Staff Correspondent
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BRIEF SUMMARY OF PRESCRIBING INFORMATION

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

Clindagel® safely and effectively. See full prescribing information for 

Clindagel®.

Clindagel®
 (clindamycin phosphate gel) topical gel, 1%  

For External Use

INDICATIONS AND USAGE 

Clindagel® is indicated for topical application in the treatment of acne vulgaris. In 

view of the potential for diarrhea, bloody diarrhea and pseudomembranous colitis, 

the physician should consider whether other agents are more appropriate. (See 

CONTRAINDICATIONS, WARNINGS, and ADVERSE REACTIONS).

CONTRAINDICATIONS 

Clindagel® is contraindicated in individuals with a history of hypersensitivity to 

preparations containing clindamycin or lincomycin, a history of regional enteritis or 

ulcerative colitis, or a history of antibiotic-associated colitis. 

WARNINGS

Orally and parenterally administered clindamycin has been associated with 

severe colitis, which may result in patient death. Use of the topical formulation 

of clindamycin results in absorption of the antibiotic from the skin surface. 

Diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) 

have been reported with the use of topical and systemic clindamycin. 

Studies indicate a 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. Endoscopic examination may reveal 

pseudomembranous colitis. Stool culture for Clostridium difficile and stool 

assay for C. difficile toxin may be helpful diagnostically. 

When significant diarrhea occurs, the drug should be discontinued. Large 

bowel endoscopy should be considered to establish a definitive diagnosis 

in cases of severe diarrhea. Antiperistaltic agents, such as opiates and 

diphenoxylate with atropine, may prolong and/or worsen the condition.

Diarrhea, colitis, and pseudomembranous colitis have been observed to begin 

up to several weeks following cessation of oral and parenteral therapy with 

clindamycin.

PRECAUTIONS

General

Clindagel® should be prescribed with caution in atopic individuals.

Drug Interactions

Clindamycin has been shown to have neuromuscular blocking properties that may 

enhance the action of other neuromuscular blocking agents. Therefore, it should be used 

with caution in patients receiving such agents.

Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenicity of a 1% clindamycin phosphate gel similar to Clindagel® was 

evaluated by daily application to mice for two years. The daily doses used in this 

study were approximately 3 and 15 times higher than the human dose of clindamycin 

phosphate from 5 milliliters of Clindagel®, assuming complete absorption and based 

on a body surface area comparison. No significant increase in tumors was noted in the 

treated animals.

A 1% clindamycin phosphate gel similar to Clindagel® caused a statistically significant 

shortening of the median time to tumor onset in a study in hairless mice in which tumors 

were induced by exposure to simulated sunlight. 

Genotoxicity tests performed included a rat micronucleus test and an Ames Salmonella 

reversion test. Both tests were negative. Reproduction studies in rats using oral doses 

of clindamycin hydrochloride and clindamycin palmitate hydrochloride have revealed no 

evidence of impaired fertility.

Pregnancy: Teratogenic effects-Pregnancy Category B

Reproduction studies have been performed in rats and mice using subcutaneous and oral 

doses of clindamycin phosphate, clindamycin hydrochloride and clindamycin palmitate 

hydrochloride. These studies revealed no evidence of fetal harm. The highest dose used 

in the rat and mouse teratogenicity studies was equivalent to a clindamycin phosphate 

dose of 432 mg/kg. For a rat, this dose is 84 fold higher and for a mouse 42 fold higher, 

than the anticipated human dose of clindamycin phosphate from Clindagel® based 

on a mg/m² comparison. There are, however, no adequate and well-controlled studies 

in pregnant women. Because animal reproduction studies are not always predictive of 

human response, this drug should be used during pregnancy only if clearly needed.

Nursing Mothers

It is not known whether clindamycin is excreted in human milk following use of 

Clindagel®. 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 discontinue nursing or to 

discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use

Safety and effectiveness in children under the age of 12 have not been established.

Geriatric Use

The clinical study with Clindagel® did not include sufficient numbers of patients aged 65 

and over to determine if they respond differently than younger patients.

ADVERSE REACTIONS

In the one well-controlled clinical study comparing Clindagel® and its vehicle, the 

incidence of skin and appendages adverse events occurring in ≥1% of the patients in 

either group is presented below:

Number (%) of Patients

Body System/Adverse Event

Clindagel®

QD

N=168

Vehicle Gel

QD

N=184

Skin and appendages disorders

Dermatitis 0 (0.0) 1 (1.2)

Dermatitis contact 0 (0.0) 1 (1.2)

Dermatitis fungal 0 (0.0) 1 (1.2)

Folliculitis 0 (0.0) 1 (1.2)

Photosensitivity reaction 0 (0.0) 1 (1.2)

Pruritus 1 (0.6) 1 (1.2)

Rash erythematous 0 (0.0) 0 (0.0)

Skin dry 0 (0.0) 0 (0.0)

Peeling 1 (0.6) 0 (0.0)

Orally and parenterally administered clindamycin has been associated with severe colitis, 

which may end fatally. 

Cases of diarrhea, bloody diarrhea, and colitis (including pseudomembranous colitis) have 

been reported as adverse reactions in patients treated with oral and parenteral formulations 

of clindamycin and rarely with topical clindamycin (see WARNINGS). Abdominal pain and 

gastrointestinal disturbances, as well as gram-negative folliculitis, have also been reported in 

association with the use of topical formulations of clindamycin.

To report SUSPECTED ADVERSE REACTIONS, contact  

Valeant Pharmaceuticals North America LLC at 1-800-321-4576 and/or FDA at 

1-800-FDA-1088 or www.fda.gov/medwatch

OVERDOSE

Topically applied Clindagel® may be absorbed in sufficient amounts to produce systemic 

effects (see WARNINGS).

US Patent No. 6,387,383

Manufactured for: Valeant Pharmaceuticals North America LLC

Bridgewater, NJ 08807 USA

by: DPT Laboratories, Ltd.   

San Antonio, Texas 78215 USA

Clindagel is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates. 

© Valeant Pharmaceuticals North America LLC.
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by Ingrid Torjesen | Staff Correspondent

ATTENTION TO UNIQUE FACTORS ADVISED

Testosterone is frequently prescribed to female-to-male 
transgender persons to aid masculinization by promoting voice 
deepening and a masculine pattern of hair, fat, and muscle 
distribution. However, testosterone is associated with a number 
of dermatologic adverse effects, including increased presence 
and severity of acne during the first year of treatment and long-
term androgenetic alopecia.1

As both severe acne and transgenderism are inde-
pendently associated with higher rates of depression and 
suicide, it may be advisable that, once testosterone treatment 
has begun, transgender adolescents are monitored for the 
appearance of acne, says Dr. Lucía Campos-Muñoz, from the 
Hospital Clínico San Carlos in Madrid. Given the potential 
risks — some 41% of transgender adults have at some point 
attempted suicide2 — acne should be treated even if only 
mild, she adds.

Dr. Campos-Muñoz has some experience in treating such 
patients. Between 2016 and 2017, five female-to-male trans-

gender adolescents, aged 16-18, presented at the Hospital 
Clínico San Carlos in Madrid with testosterone-associated 
acne of differing intensity.3 Four had acne before beginning 
testosterone treatment, and all of them experienced an 
increase in its intensity.

Current guidelines are appropriate for treating acne in 
female-to-male transgender adolescents but with some notable 
differences, says Dr. Campos-Muñoz. In general, female-to-
male transgender patients should be given male-oriented treat-
ment. Dr. Campos-Muñoz emphasizes that although the poten-
tial of conception still exists, “neither antiandrogenic agents nor 
contraceptives can be prescribed because this would conflict 
with the masculinization sought”.

Isotretinoin is teratogenic so all patients with internal geni-
talia must be warned that pregnancy should be avoided. 

“Such patients may find themselves in testosterone-associ-
ated amenorrhea and may therefore believe they cannot become 

I
n recent years the number of adolescents who feel that they do not identify with the gender 

that was assigned to them at birth and who have sought gender reassignment treatment 

— in the form of hormones or surgery — has increased.

Female-to-male 
transgender patient 
considerations

Transgender CONTINUED ON PAGE 11

As both severe acne and transgenderism are independently associated with higher 
rates of depression and suicide, it may be advisable that, once testosterone treatment 

has begun, transgender adolescents are monitored for the appearance of acne.
Dr. Lucía Campos-Muñoz

Hospital Clínico San Carlos, Madrid
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ACNE MANAGEMENT CONSIDERATIONS

Patients rate acne 
scar subcision 
techniques

by Bob Kronemyer | Staff Correspondent

Blunt cannula subcision caused fewer and less severe 
complications than Nokor needle subcision and both physi-
cian and patient stated they were more satisfied with BCS, 
researchers wrote in the March 9 issue of the journal.

Led by Bita Saghi, M.D., of Shahid Beheshti University 
of Medical Sciences in Tehran, researchers said that no such 
comparison has been previously reported. 

“Blunt cannula has been proposed as a potentially proper 
alternative for Nikor needles, and others have implied that 
cannula may be more efficient in treating acne scars; even laser 
cannula is employed for treatment of cellulite,” the authors wrote.

This was a small study that included only 34 adult 
patients (73.5% female) with either mild (29.4%), moderate 
(55.9%) or severe (14.7%) acne scars.

At baseline, rolling acne scars were present on both malar 
sides of all patients, for which one malar side was treated 
with NNS and the other with BCS. Tumescent solution was 

D
octors writing in the Journal of Cosmetic Dermatology find blunt cannula 

subcision (BCS) more effective than Nokor needle subcision (NNS) for 

acne scarring.

injected as local anesthesia, followed 15 minutes later by 
subcision and suturing. Afterward, gentamycin ointment 
was applied as an antibacterial prophylactic agent.

THE RESULTS

One month after the procedure with BCS, 55.73% of patients 
reported being satisfied with the results compared to 41.47% 
of patients treated with NNS. At three months, the satisfac-
tion rates were 57.64% and 42.05%, respectively.

Although only two dermatologists were included in the 
physician satisfaction survey, more were satisfied with the 
results of BCS treatment at months one and three compared 
with the results of NNS treatment.

Complications for NNS included ecchymosis and nodule 
formation; however, hyperpigmentation due to the ecchymosis 
was evident for only one week after NNS treatment. In contrast, 
the only complication of BCS was edema.

The authors cited some concerns with NNS that had been 
previously reported in the literature, including the likelihood of 
mild-to-moderate efficacy, recurrence of scars, inflammatory 
responses and other side effects.

ACCEPTED TREATMENTS

Although BCS treatment looks promising, the most 
common treatments for acne scarring include encompass 

SATISFACTION HIGHER WITH BLUNT CANNULA

PATIENT-REPORTED RESULTS

1 MONTH 
POST TREATMENT

3 MONTHS 
POST TREATMENT

BCS NNS BCS NNS

55.73% 41.47% 57.64% 42.05%

ES1056842_DTSUPP0618_010.pgs  05.24.2018  01:23    ADV  blackyellowmagentacyan



W W W . D E R M A T O L O G Y T I M E S . C O M DermatologyTimes®

J
U

N
E

 
2

0
1

8

11

punch excision, punch elevation, 
subcision, laser skin resurfacing, 
elliptical excision, skin graft and tissue 
augmentation. There is currently not 
enough evidence to support BCS as an 
acceptable therapeutic option for acne 
scarring, the authors wrote.

Three other study groups have 

explored subcision procedures for acne 

scarring. In one study, an 18-gauge 

needle was used for subcision for 40 

patients leading to a myriad of complica-

tions that mostly resolved in two weeks.

Another study included only eight 

patients. They were treated with 

18 and 21 gauge cannulas for two 

sessions. Roughly 88% of patients showed improvement, 

and all patients were satisfied with the 

outcomes.

A third study used blunt blade subci-

sion, which worked for 66.7% of patients 

who were “highly satisfied,” 27.8% were 

“moderately satisfied” and 5.5% were 

“not satisfied.” They reported early post-

operative complications of ecchymosis 

(83.3%), swelling (72.2%) and pain or 

tenderness (61.1%). �
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pregnant. The risk of gestation in female-

to-male transgender individuals under-

going testosterone treatment is difficult 

to quantify, but it is real,” Dr. Campos-

Muñoz says.  “Therefore, any indi-

viduals with female internal genitalia 

should be considered of child-bearing 

potential, even if he is in amenorrhea.” 

Pregnancies have been described in 

testosterone-treated female-to-male 

transgender individuals, up to 20% of 

whom were in amenorrhoea.4

Although unlikely, hepatotoxicity 

is possible with testosterone treatment, 

and use of tetracyclines or isotretinoin 

also pose a risk to liver function. 

“For this reason, when treating 

a patient using testosterone with 

tetracyclines or isotretinoin, frequent 

monitoring of liver function during 

treatment is recommended,” says Dr. 

Campos-Muñoz.

It has been reported that isotreti-

noin does not cause depression in the 

general population,  but this has not 

been confirmed in transgender individ-

uals who have higher rates of depres-

sion and suicide. 

“Until its safety in such individuals 

is verified, it would seem reasonable 

that isotretinoin be used only with 

great care in those with a history of 

depression or who become depressed 

during treatment,” she says.

Two of the five adolescents who 

presented at the Hospital Clínico 

San Carlos had severe acne and were 

treated with isotretinoin: one tolerated 

the treatment well for four months, but 

then decided to stop treatment as he 

was in complete remission; the other 

stopped after three months having 

associated the treatment with a bout 

of depression. In both cases hepatic 

function was monitored every four 

weeks and barrier contraception was 

recommended for sexual intercourse. 

The remaining patients were treated 

with doxycycline, 0.05 topical treti-

noin or 3% benzoyl peroxide, and those 

on doxycycline had their liver function 

monitored every eight weeks.

All patients tolerated and responded 

well to therapy, but follow-up was short, 

so return of acne cannot be excluded, 

particularly given the patients continued 

use of testosterone and their age, Dr. 

Campos-Muñoz says.

When treating transgender patients, 

she highlights that clinicians should use 

the name and personal pronoun that 

the particular individual prefers and 

recognise that examination of the thorax 

and chest for acne may be particularly 

awkward for them. �

REFERENCES

1 Wierckx K, Van de Peer F, Verhaeghe E, 
Dedecker D, Van Caenegem E, Toye K. 
Short- and long-term clinical skin effects of 
testosterone treatment in trans men. J Sex 
Med. 2014;11:222-229.

2 Durwood L, McLaughlin KA, Olson KR. 
Mental health and self-worth in socially tran-
sitioned transgender youth. J Am Acad Child 
Adolesc Psychiatry. 2017;56:116-123.

3 Campos-Muñoz L,  López-De Lara D,  
Rodríguez-Rojo ML,  Conde-Taboada A,  
López-Bran E. Transgender adolescents 
and acne: A cases series. Pediatr Dermatol. 
2018;00:1–4. https://doi.org/10.1111/

4 Light AD, Obendin-Maliver J, Sevelius JM. 
Transgender men who experienced preg-
nancy after female-to-male gender tran-
sitioning. Obstet Gynecol. 2014;124:1120-
1127.

5 Huang YC, Cheng YC. Isotretinoin treatment 
for acne and risk of depression: a systematic 
review and meta-analysis. J Am Acad Der-
matol. 2017;76:1068-1076. 

CURRENT COMMON 

TREATMENTS FOR ACNE 

SCARRING

} Elliptical excision

} Encompass punch excision

} Laser skin resurfacing

} Punch elevation

} Skin graft

} Subcision

} Tissue augmentation

Transgender CONTINUED FROM PAGE 9
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ACNE MANAGEMENT CONSIDERATIONS

by Bob Kronemyer | Staff Correspondent

O
ral isotretinoin is generally a safe and effective drug for the treatment of acne 

vulgaris in the majority of patients, according to a literature review in the British 

Journal of Dermatology.

The systematic review was limited to randomized 
controlled trials in acne, involving a total of 760 patients 
(mostly men) comparing isotretinoin to control.

For all the studies, isotretinoin therapy reduced acne 
lesion counts by a clinically relevant amount, which was 

always by a greater amount than the control. The control 
groups consisted of placebo (two studies), oral antibiotics 
(seven studies) or another control (two studies).

“Over the past few years, isotretinoin has been a conten-
tious topic,” says co-lead author Isabelle Vallerand, Ph.D., 

REVIEW PROVIDES REAFFIRMING DATA 

SUPPORTING IT'S USE FOR ACNE TREATMENT

Isotretinoin therapy 
for acne still on track

“…The majority of these ADVERSE EVENTS ARE DRYNESS RELATED. 
We documented no occurrences of suicide, pancreatitis or idiopathic intracranial 

hypertension with isotretinoin.”
Isabelle Vallerand, Ph.D.

University of Calgary School of Medicine, Alberta, Canada
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of University of Calgary School of Medicine in Alberta, 

Canada. “The drug is widely used in dermatology as the 

go-to medication for severe or treatment-resistant acne, yet 

there have been concerns over possible severe adverse effects 

such as suicide, pancreatitis and idiopathic intracranial 

hypertension.”

When the investigators looked into the scientific litera-

ture, they found mixed reports on adverse events. 

“We noticed that there had not been any systematic review 

of randomized controlled trials to summarize available data on 

adverse events or on isotretinoin efficacy,” she said.

The finding that isotretinoin was superior to placebo and 

other therapies in reducing lesion counts “will not come as a 

surprise to dermatologists, but provides solid, reaffirming 

scientific data in support of using the medication for acne,” 

Dr. Vallerand says.

Secondly, while adverse effects are more common with 

isotretinoin compared to other treatments, “as might be 

expected, the majority of these adverse events are dryness 

related. We documented no occurrences of suicide, pancre-

atitis or idiopathic intracranial hypertension with isotreti-

noin,” she said.

The review found roughly two adverse events in the 

isotretinoin groups compared to one in the control groups, 

for a total of 751 and 388, respectively.

Dermatological adverse events constituted 64.8% of 

overall adverse events in the isotretinoin groups, whereas 

ear, nose and throat adverse events were 11.6%.

Similarly, ocular adverse events like eye dryness, irrita-

tion and conjunctival infection occurred in 7.2% of patients 

in the isotretinoin groups.

On the other hand, gastrointestinal complications was 

the only adverse event more frequently reported in control 

groups, for which nausea and vomiting were associated with 

antibiotic therapy.

But adverse events severe enough to cause participant 

withdrawal from trials were rare — just 3.2% of patients 

randomized to isotretinoin and 1.8% to control groups. 

Events for withdrawal from isotretinoin included Stevens-

Johnson syndrome, cheilitis, xerosis, acne f lare, photo-

phobia, elevated liver enzymes, decreased appetite, head-

aches and depressed mood.

“Our review did not find an association between isotreti-

noin use and the onset of psychiatric disorders or suicide, 

although the presence of some psychiatric or psychosomatic 

symptoms was more commonly reported in those patients 

being treated with isotretinoin," she said.

“These results may be surprising to some dermatologists, 

as they appear to contradict some of the cases portrayed in 

the media, which attribute isotretinoin as a cause of suicide 

or mental illness. However, we believe that the cause of 

mental illness is multifactorial and not likely explained by 

the use of isotretinoin alone, as evidenced by the data in our 

review,” Dr. Vallerand said.

The review lends strong support for the recommenda-

tions of using isotretinoin found in current clinical practice 

guidelines in America, Canada and Europe. “We believe 

that dermatologists are well positioned to prescribe isotreti-

noin to their patients in a safe manner,” she said.

Limitations of the review include the lack of long-term 

follow-up data and differences in dosing, methodology, 

reporting and study samples. The paucity of female patients, 

due to excluding pregnancy to prevent teratogenicity, might 

also skew the findings, especially psychiatric adverse events, 

as depression is more common among women.

“Future research should aim to determine whether there 

are specific groups of patients for whom isotretinoin is not 

safe or should aim to predict which patients may have the 

best response while mitigating potential adverse effects,” Dr. 

Vallerand said. �
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“Our review DID NOT FIND AN ASSOCIATION BETWEEN ISOTRETINOIN USE 
AND THE ONSET OF PSYCHIATRIC DISORDERS OR SUICIDE, although the presence 

of some psychiatric or psychosomatic symptoms was more commonly reported 
in those patients being treated with isotretinoin.”

Isabelle Vallerand, Ph.D.

University of Calgary School of Medicine, Alberta, Canada
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with a small though clinically insignificant reduction in 

the number of inf lamed lesions and in global improvement 

as assessed by an investigator in moderate to severe acne.” 

Furthermore, it was found to be associated with no more 

severe adverse effects than placebo or no treatment. 

Still, safety for all light therapies remains a concern 

simply because there has been little reporting of adverse 

effects.

“There are many treatment options [for acne], but often 

with no clear best choice,” said author Josip Car, M.D., 

Ph.D., director of the Centre for Population Health Sciences 

at Nanyang Technological University in Singapore. “Light 

therapies are popular, yet evidence of their effectiveness 

and safety was unclear prior to our review. We looked at a 

plethora of interventions, such as red, green, yellow or blue 

light therapies.”

This review was originally published in the Cochrane 

library and included 71 studies from Brazil, Canada, China, 

Denmark, Egypt, Germany, Israel, Nigeria, Norway, 

Romania, Russia, South Korea, Sweden, Taiwan, Turkey, 

United Kingdom and the United States. It was based on data 

from 4,211 adult patients who were treated between 2000-

2015.

The review consisted of more than 50 separate compari-

sons and a variety of outcome measures.

The three primary outcomes were participants’ global 

assessment of improvement, investigator-assessed changes in 

lesion count and investigator-assessed severe adverse events. 

The three secondary outcomes were investigator-assessed 

change in acne severity, investigators’ global assessment of 

improvement and changes in quality of life.

THE RESULTS

Red light topical methylaminolevulinate-photodynamic 

therapy (MAL-PDT) was the only treatment associated 

with improvements in outcomes in patients with moderate to 

severe acne. “But even that treatment failed to demonstrated 

clinically relevant improvements,” Dr. Car said.

For red light topical MAL-PDT versus control in 

improving investigator-assessed changes in moderate to 

severe acne vulgaris, various protocols were assessed.

For change in the number of inf lamed lesions, there were 

two protocols:  Four sessions of 80-mg/g topical MAL-PDT 

versus placebo cream plus red light at six weeks, and two 

sessions of 160-mg/g topical MAL-PDT versus no treatment 

at 12 weeks.

For investigator-assessed global improvement, there were 

also two protocols:  Four sessions of 80-mg/g red light topical 

MAL-PDT versus placebo cream plus red light at six weeks, 

and four sessions of 40-mg/g red light topical MAL-PDT 

versus placebo cream plus red light at six weeks.

Investigator-assessed number of severe adverse effects 

was limited to one protocol: four sessions of 80-mg/g red 

light topical MAL-PDT versus placebo cream plus red light 

at six weeks.

“There was a small reduction in the number of inf lamed 

lesions and in global improvement as assessed by an inves-

tigator. But there was no difference between the topical 

MAL-PDT and placebo in the number of severe adverse 

events,” Dr. Car said.

The one severe adverse event was an application site 

blister and scarring among 100 patients who were adminis-

tered 80 mg/g red light topical MAL-PDT.

In summary, there just isn’t enough clinical evidence to 

warrant medical recommendations for light therapies.

“Due to limited evidence, we are currently unable to 

recommend any light therapies as a treatment option for 

people with moderate to severe acne. We also call for a review 

of guidelines. Until there are more studies with positive 

results, the use of light therapies cannot be recommended,” 

Dr. Carr said.

The authors suggest that more research is needed to 

identify the biological mechanisms of action of red light 

MAL-PDT and other light therapies. �
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“Light therapies are popular, yet EVIDENCE OF THEIR EFFECTIVENESS AND SAFETY 

was unclear prior to our review. We looked at a plethora of interventions, such as red, 
green, yellow or blue light therapies.”

Josip Car, M.D.
Centre for Population Health Sciences, Nanyang Technological University, Singapore
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Dr. Lipoff expected that cost would 

be the major barrier to adherence, “and 

our findings support that. On the other 

hand, I was surprised how little patients 

expected physicians to be aware of cost 

as an issue. I believe that cost is just as 

important as safety and efficacy in the 

process of deciding if a patient should get 

a medication, and yet we do not talk about 

it much at all with patients.”

Another surprise to Dr. Lipoff was 

that even if patients did not fill a prescrip-

tion, “they usually still considered their 

office visit as having value.  This high-

lights what a magnificent opportunity we 

have as dermatologists to make a differ-

ence with cost-effective care.”

Dr. Lipoff says that most patients 

dislike the generic backup plan, which 

they are asked to call if there is a problem 

filling a prescription.  

“Instead, patients want to be provided 

a clear plan of action; for instance, with a 

specific back-up prescription or over-the-

counter alternative if a medication is not 

covered or is too expensive,” he explains.

Patients in this study shared diverse 

approaches offered by their physicians 

to secure medications easier: asking 

patients to call back (7% of interviewees), 

suggesting patients shop around for 

medication (7%), proposing alternatives 

to non-covered, first-line medication 

(7%) and offering coupons to subsidize 

medication cost (4%).

Overall, 23% of patients felt positive 

when physicians provided back-up plans 

if the preferred medication was unavail-

able and 19% appreciated a frank discus-

sion about cost.

Independent of medication cost, 

though, 38% of patients reported 

treatment plan reservations, foremost 

concerns about adverse effects (15%) and 

believing that their acne was not serious 

enough to warrant medication (12%).

Dr. Lipoff says it is frustrating that 

physicians are unable to accurately 

predict what the cost will be for a patient 

when they arrive at a pharmacy. 

“It is upsetting that prices for medica-

tions can vary so much between pharma-

cies and that patients may not know their 

options,” he notes. “If there was better 

connectivity and transpar-

ency, things would be much 

easier.”

Dr. Lipoff would like to 

develop a toolbox to improve 

patient adherence, based 

on the study’s findings. 

“Though we often can antic-

ipate which medications will 

likely be problematic, it is a constantly 

shifting enigma that makes it difficult to 

predict,” he admits.

Dr. Lipoff’s hope is that in the future, 

“doctors will be able to choose prescrip-

tions with the out-of-pocket costs imme-

diately available at the time of the deci-

sion-making process with patients.” �

Disclosures: The study was funded by a Pfi zer 
Independent Grant for Learning and Change from 
the American Academy of Dermatology.
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ACNE MANAGEMENT CONSIDERATIONS

appear to have a higher liklihood of 

developing polycystic ovarian syndrome 

(PCOS). According to Dr. Baron, such 

patients require — and can be best 

managed through — an interdisciplinary 

approach and stepped-up communi-

cation between the dermatologist or 

primary care physician and the obstetric/

gynecologist. Of note, the study also 

found that acne patients also had a signifi-

cantly higher predisposition to asthma. 

These findings underscore the impor-

tance of eliciting a precise history, Dr. 

Baron said, which may uncover diseases 

or conditions the patient may have, 

offering an opportunity for a proactive 

therapeutic approach.

On a practical level, Dr. Baron said 

that this new data can help clinicians 

better advise their patients of the genetic 

nature of acne. 

“Often when we see teenagers, the 

parents or guardians are also present, 

and, at this time, we can take the oppor-

tunity to raise awareness in terms of the 

family being more proactive towards 

minimizing the triggers of acne. If one 

family member is affected then there is a 

high likelihood that another sibling will 

also be dealing with the same problem in 

the future. Having that perspective may 

help families overall in terms of helping 

to control and best manage acne symp-

toms,” Dr. Baron said. �
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Twins study confirms genetic link; finds environment may influence severity CONTINUED FROM PAGE 5

“I believe that COST IS JUST AS IMPORTANT AS SAFETY AND 

EFFICACY in the process of deciding if a patient should get a 
medication, and yet we do not talk about it much at all with patients.”

Jules Lipoff, M.D.
University of Pennsylvania

Cost a barrier to medication adherence CONTINUED FROM PAGE 6
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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]

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)

*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).

Manufactured for:

Valeant Pharmaceuticals North America LLC

Bridgewater, NJ 08807 USA

By:
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U.S. Patent 8,288,434
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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
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