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D
ermatology has more over-the-
counter (OTC) drug formulations 
than many areas of medicine, most 
of which are covered under drug 

monographs. The drug monographs are very 
important to dermatology, as the development 
of safe, eff ective nonprescription products is 
fast and relatively inexpensive. These formula-
tions use Category I ingredients that are Gener-
ally Recognized As Safe and Eff ective (GRASE) 
for the claimed therapeutic indication. GRASE 
products are becoming more important as the 
price of prescription topical agents exponen-
tially increases. I believe the monograph system 
is currently a relatively under-utilized but highly 
eff ective pathway to bring minimal-risk prod-
ucts to market.

There are a number of monographs pertain-
ing specifi cally to skin disease that are worth 
investigating, as this is an area unfamiliar to 
most practicing dermatologists. The mono-
graphs contain a list of approved ingredients, 
the concentration in which they can be used, 
and if they can be combined with other mon-
ographed ingredients. These monographs are 
briefl y discussed below:

1. ACNE: This monograph contains 40 ingre-
dients that can be used for acne treatment, but 

the rule was fi nalized in 1990 with a benzoyl per-
oxide action in 2010.

2. ANTI-FUNGAL:  This monograph has in-
gredients that can be used in the diaper area 

and on feet and was originally passed in 1993.

3. ANTIPERSPIRANTS:  This monograph 
has 26 active ingredients and was issued in 

2003.

4. ASTRINGENTS:  These ingredients are 
classifi ed as skin protectants and the mono-

graph was issued in 2003.

5.DANDRUFF:  These are the ingredients that 
can be used in dandruff  shampoos and the 

fi nal monograph was issued in 1991 and revised 
in 1992.

6. HAIR GROWTH/HAIR LOSS:  The origi-
nal monograph was issued in 1989 contain-

ing only ineff ective ingredients. The monograph 
was updated in 1994 with topical minoxidil.

7. PSORIASIS:  These are the ingredients de-
signed to treat psoriasis with the tentative 

monograph issued in 1986 and it has yet to be fi -
nalized. The only ingredients on the monograph 
are coal tar and salicylic acid.

8. SKIN BLEACHING:  There are only two in-
gredients on this monograph that was issued 

in 1982, but has yet to be fi nalized.

9. SUNSCREEN:  Lists ingredients, concentra-
tions, and combinations that can be used in 

sunscreens and the fi nal monograph was issued 
in 2011.

10. WART REMOVER:  Lists products used 
to remove warts with the fi nal monograph 

issued in 1990 and updated in 1994 has 13 ingre-
dients.

After examining this list, there are several 
important observations that can be made. 

First, the monographs deal with a signifi -
cant number of the most frequent diseases der-
matologists treat. This means dermatologists 
should familiarize themselves with the mon-
ographed ingredients and learn how to use 
OTC drugs eff ectively for patients who cannot 
aff ord higher priced prescription medications. 
The OTC drugs may not work as quickly or 
as well as prescription products, but may be a 
temporary treatment solution or eff ective for 
maintenance or early relapse. 

Second, the monographs are sorely out of 
date. The FDA needs to regularly review the 
monographs and allow pharmaceutical compa-
nies to present additions. This would expand 
the number of OTC off erings and increase 
effi  cacy. 

Third, consumers have many more readily 
available educational resources that can guide 
better use of OTC medications. 

Fourth, sometimes the use of OTC drugs 
can prevent more severe disease, such as the 
use of sunscreens.

I believe it is time to update and expand the 
drug monograph system in the United States. 
This method of regulating OTC drugs has 
proven to be highly eff ective and could assist 
in decreasing the cost of healthcare in the 
United States. Further, dermatologists should 
understand the OTC options and utilize these 
medications when necessary. e

OTC options can provide prescription alternatives

“ It is time to update and expand the drug 
monograph system in the United States.”

by ZOE DIANA DRAELOS, M.D. 

Dr. Draelos is a consulting professor of 

dermatology, Duke University School of Medicine, 

Durham, N.C.
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MONOGRAPHED INGREDIENTS: See a list of active ingredients allowable in specifi ed concentrations and combinations for acne and 
skin protectants in this month’s table. Page 74
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Two years ago, this administrator notifi ed Dr. 
Derm that she was pregnant and would be leav-
ing the offi  ce to have her baby. She assured Dr. 
Derm that she will return to her position one 
month after delivery. 

Dr. Derm knows that he cannot run the offi  ce 
without this employee. He quickly fi nds a replace-
ment and makes it clear that he will rehire his loyal 
administrator upon her return from maternity 
leave. Much to Dr. Derm’s surprise the temporary 
employee turns out to be outstanding in her role. 
Because she is a new hire, she is also being paid 
25% less than his long-time staff  person. 

On the 31st day post-delivery, Dr. Derm’s long-
time employee has not returned to work. He calls 
her repeatedly over the next several weeks and is 
unable to reach her. Six weeks after she has left, 
Dr. Derm assumes she will not return, and he 
off ers the new employee a permanent job. 

On day 64, his former staff  person returns to 
work expecting her old job and salary. Dr. Derm 
off ers her a lesser job and lesser salary, saying it is 
unreasonable to be gone almost three months and 
expect to come back to the same job and salary. 

He tells her she will be terminated if she doesn’t 
take this new position. She demands her old posi-
tion and salary and says she will sue Dr. Derm.

WHO IS LEGALLY IN THE RIGHT? 

The U.S. Department of Labor’s Wage and 
Hour Division administers and enforces the 
Family and Medical Leave Act (FMLA) for all 
private, state and local government employ-
ees, as well as some federal employees. The 
FMLA entitles eligible employees to take up to 
12 workweeks of unpaid, job-protected leave in a 
12-month period for specifi ed family and medi-
cal reasons.

The FMLA applies to all public agencies and 
private sector employers who employ 50 or more 
employees in 20 or more workweeks in the cur-
rent or preceding calendar year. To be eligi-
ble for FMLA benefi ts, an employee must work 
for a covered employer, have worked for the 
employer for a total of 12 months, have worked at 
least 1,250 hours over the previous 12 months, 
and is working at a location in the United States 
where at least 50 employees are employed by the 

employer within 75 miles. 
A covered employer must grant an eligible 

employee up to 12 workweeks of unpaid leave 
during any 12-month period for one or more of 
the following reasons: 
1)  birth and care of a newborn child of the 

employee; 
2)  placement with the employee of a son or 

daughter for adoption or foster care; 
3)  to care for a spouse, son, daughter or parent 

with a serious health condition. 
Of note is the fact that under certain circum-

stances, employees may take FMLA leave inter-
mittently — taking leave in separate blocks 
of time for a single qualifying reason — or on 
a reduced leave schedule, which reduces the 
employee’s usual weekly or daily work schedule. 
However, if FMLA leave is for birth and care, 
or placement for adoption or foster care, use of 
intermittent leave is subject to the employer’s 
approval. 

It would appear that at day 64 post-delivery, 
under the FMLA act, Dr. Derm is required to 
give his offi  ce administrator back both her pre-
vious job and previous salary. If he does not, she 
can fi le a complaint with the U.S. Department 
of Labor. If he is in violation, and the violation 
is not resolved, the Department of Labor may 
bring action in court to compel compliance. 

Lastly, his employee may also be able to 
bring a private civil action against Dr. Derm. He 
would be wise to bring his employee back to her 
position and salary. e

Dr. Derm has a very successful practice with multiple offi ces. He 
recognizes that one of the reasons for this success is his ability 
to have loyal, long-term employees. Among the most loyal is 
his 38-year-old offi ce administrator. She has worked with him for 
more than 10 years and oversees his 63 employees. Her role is 
very important to him, and she is paid well.

Do I have to give her job back?

“ The FMLA applies to all … who employ 50 
or more employees in 20 or more workweeks.”

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.
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I
n this follow up to last month’s topic on in-
tellectual property and technology transfer 
(see: bit.ly/technologytransfer), we will ex-
tend our discussion on ownership to pat-

ents. I know that discussions around intellectual 
property (IP) often include a host of new terms 
that can be overwhelming (e.g. patents, provi-
sional or non-provisional, trademarks, compo-
sition of matter or method patents, PCT, etc.). 
However, the eff ective transformation of ideas 
into products or therapies requires a basic un-
derstanding of IP. Each type of IP may be im-
portant or applicable in protecting a creative 
product or new therapy, and should be consid-
ered by the dermatologist entrepreneur. The 
focus of this article is how to utilize patents to 
maximize value for your venture. 

A patent confers the right to exclude others 
from making, using, off ering for sale or selling 
an invention, as recited in the claims of a patent, 
within the jurisdiction or from importing the 
invention into the jurisdiction in which the pat-
ent is obtained. 

The most common type of patent is a utility 
patent (also known as a non-provisional), which 
covers the functional components of a product 
and/or process and protects an invention for 20 
years from the fi ling of the earliest non-provi-
sional application (this non-provisional applica-
tion is typically fi led one year after a provisional 
application). The other types of patents include 
design patents (covering the physical designs) 
and plant patents. 

The scope of a utility or non-provisional pat-
ent is defi ned by the numbered sentences at the 
end of a patent called claims. Claims follow the 
words “I (we) claim” in a patent. To be infring-

ing, an article, composition or method must fall 
within the metes and bounds of the claims that 
issue.

Ownership is key, and although the United 
States respects the rights of the inventors, often 
employers (or even the government) have own-
ership rights in inventions and patents. See the 
fi rst part of the series for more information. A cit-
izen of the United States should fi le inside of the 
country and obtain a foreign fi ling license (auto-
matic) before fi ling outside of the United States. 

To identify what may be patentable, a pat-
ent search of the prior art should be performed 
by the inventor. There are now several patent 
engines that make patent searching easy. For 
example, Google patents is a good fi rst stop. You 
can start with a simple natural language search 
that describes your idea with a few key terms. 
Then, you can start reviewing patents and pat-
ent applications related to your key terms to see 
if another individual or group has already pat-
ented your idea. 

I have also found that for a patent in ques-
tion, the cited patents and citing patents are 
extremely helpful to review, as well. Identifying 
relevant patents will be important as you prepare 
your own fi ling with the help of your counsel. If 
you do fi nd an issued patent or a patent applica-
tion that refl ects your idea very closely, I would 
not lose heart and give up. Speak to your patent 
agent or IP lawyer fi rst to discuss options. 

Since patent law is exclusively a matter of fed-
eral jurisdiction, the lawyer or agent — a person 
with the technical background that makes him 
eligible to represent others before the United 
States Patent and Trademark Offi  ce [USPTO] 
— does not need to reside in your state to prac-

tice. There are a number of great patent lawyers 
across the country, and you should select one 
that matches the technical requirements needed 
to understand your invention. 

If you want your counselor to consider 
broader legal issues, hire a lawyer. If your pri-
mary concern is articulating the technical com-
ponents of your invention, a patent agent may be 
the right choice. Today you can even check sta-
tistics to fi nd out how an individual or a fi rm 
performs at the USPTO through software pro-
grams, such as Patent Advisor by LexisNexis IP. 

Do not be afraid to get a second opinion on 
selection of counsel; and do not select based 
solely on price. Many IP fi rms have special pro-
grams for emerging entrepreneurs that can help 
defray upfront costs.

A common fi rst step in obtaining a patent is 
to fi le a provisional patent, which is a less formal 
application that is not reviewed by the USPTO, 
but acts as a declaration of your invention. This 
provisional application can be a cost eff ective 
way to protect your invention in a “fi rst-to-fi le” 
environment like the United States. A provi-
sional application, like a non-provisional appli-
cation, provides you with a “patent pending” 
status. Within 12 months of fi ling a provisional 
application, a non-provisional patent applica-
tion is usually the next step of the process. This 
application will be reviewed by the USPTO and 
must contain all of the information you plan to 
include in your patent, as you are not allowed to 
add any new material after fi ling. 

As an entrepreneur, it is typical to fi le a provi-
sional application fi rst. Even for semi-developed 
ideas or concepts, a provisional patent is a very 

Intellectual property: Patents 101

“ A patent confers the right to exclude others 
from making, using, off ering for sale... ”

by RAYMOND A. MILLER, J.D., AND STEVE XU, M.D., F.A.A.D.

Mr. Miller is a partner, registered patent attorney and Vice Chair of the Health Sciences Department of Pepper Hamilton LLP. Mr. 
Miller is a former member of the fi rm’s Executive Committee and was former Chair of the fi rm’s Intellectual Property Department.

Dr. Xu is medical director of the Center for Bio-Integrated Electronics at the Simpson Querrey Institute for Bionanotechnology, 
Northwestern University; and, co-founder of the Advancing Innovation in Dermatology Accelerator Fund.

DermatologyTimes®
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INNOVATION CONTINUES ON PAGE 17f
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Q.What is available for 

skin sun protection in patients 

who cannot wear traditional 

sunscreens?

There are many alternatives to traditional sun-
screens, but they cannot be labeled as sun-
screens because they do not contain any of the 
ingredients on the sunscreen monograph and 
are not considered OTC drugs. 

Cosmetics are excellent sunscreens and can 
be used eff ectively for sun protection. The 
opaque camoufl age and post-surgical facial foun-
dations off er complete sun protection based 
on the presence of talc, kaolin, and iron oxide. 
While these camoufl age foundations are meant 
to cover dyspigmentation, they can also superbly 
protect the skin from sun exposure in condi-
tions such as lupus, porphyria, polymorphous 
light eruption, and other photosensitive der-
matoses. Since the camoufl age foundations are 
waterproof and designed for extended wear, they 
can be used for swimmers who experience facial 
sunburns with traditional sunscreens.

Opaque lipsticks are also excellent photopro-
tection for lips, providing long-lasting and supe-

rior protection over clear lip balm formulations. 
Lipsticks are an excellent way of preventing the 
progression of actinic chelitis to skin cancer in 
mature women.

Q.Are there ways of 

achieving safe sun protection 

for eyes rather than sunscreens 

that may burn when they enter 

the eye?

Traditional liquid facial sunscreens burn when 
they enter the eyes, which is a common occur-
rence when sweating heavily. An excellent alter-
native, especially in children, is the use of a 
sunscreen-containing lip balm around the eyes. 
Lip balms are designed to be non-irritating on 
the tender lips and to stay in place. The soft lip 
balm will glide over the skin and the waxy base 
will keep the sunscreen in place. The soft stick 
can be used on the upper and lower eyelids. 
These are the same attributes required of a peri-
orbital sunscreen. However, many companies 
are now making stick sunscreens for use in the 
eye area, but lip balm can be used in a pinch.

Q. Can eye cosmetics 

prevent cataracts and skin 

cancer?

Eye cosmetics were originally developed in 
Egypt for sun protection and the prevention of 
infection. Many of the popular Egyptian eye 
cosmetics contained kohl, a dark black pig-
ment. This pigment absorbed light energy 
around the eyes, decreasing the amount enter-
ing the eye and acting similarly to modern day 
sunglasses. Kohl also possesses antibacterial 
properties.

Modern eye cosmetics can also provide pro-
tection. The opaque cream eye shadows are 
excellent sun protection for the eyelids. Dark 
colors around the eyes, such as eyeliner and 
mascara, can also decrease the amount of light 
and UV that enters the eye, possibly decreas-
ing the chance of cataracts. The sides of the 
nasal root are the light concentrating sites for 
the eyes. Applying facial foundation, powder, 
or eye shadow to the sides of the nasal root can 
decrease the amount of light refl ected into the 
eyes, also helping decrease cataract formation.e

Sunscreen savvy

“ There are many alternatives 
to traditional sunscreens.”

WANT
MORE

REQUEST A QUESTION

zdraelos@northstate.net

Facial care fl eshed out

bit.ly/consumerproducts

Treating nail problems

bit.ly/nailhealthtips
Skin water content

bit.ly/watercontent

by ZOE DIANA DRAELOS, M.D. 

Dr. Draelos is a consulting professor of dermatology, 

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

S K I N  P R O T E C T A N T  A C T I V E  I N G R E D I E N T S 2

THE ACTIVE INGREDIENTS 
of the product consist 
of any of the following, 
within the concentra-
tion specified:

Allantoin,  0.5% to 2%.
Calamine,  1% to 25%.

Cocoa butter,  50% to 100%.

MINERAL OIL, 50% to 100%; Mineral oil, 30% to 35 % in com-

bination with colloidal oatmeal, provided the labeling 

states “temporarily protects and helps relieve minor skin 

irritation and itching due to: [select one or more of the 

following: ‘rashes’ or ‘eczema’].” [If both conditions are 

used, each is preceded by a bullet.]
Petrolatum, 30% to 100%.
Sodium bicarbonate.
Topical starch, 10% to 98%.

White petrolatum, 30% to 100%.

Zinc acetate, 0.1% to 2%.
Zinc carbonate, 0.2% to 2%.

Zinc oxide, 1% to 25%.

COLLOIDAL OATMEAL, 0.007% minimum; Col-

loidal oatmeal, 0.003% minimum in com-

bination with mineral oil 30% to 35%, pro-

vided the labeling states “temporarily pro-

tects and helps relieve minor skin irritation 

and itching due to: [select one or more 

of the following: ‘rashes’ or ‘eczema’].” 

[If both conditions are used, each is pre-

ceded by a bullet.]Dimethicone, 1% to 30%.
Glycerin, 20% to 45%.

Kaolin, 4% to 20%.Lanolin, 12.5% to 50%.

Title 21 of the Code of Federal Regulations provides scope, definition and 

regulatory guidance around Food and Drugs. Regulations included in Chapter I 

provide guidance on the use of ingredients in various over-the-counter products. 

Of particular interest to dermatologists are the acne ingredients and the skin 

protectant ingredients. Below is a list of active ingredients allowable in specified 

concentrations and combinations.A C T I V E  A C N E  D R U G  I N G R E D I E N T S 1

THE ACTIVE INGREDIENT of the product consists of any of the following:

Benzoyl peroxide, 2.5% to 10%.

Resorcinol, 2%, when combined with sulfur 3% to 8%.

Resorcinol monoacetate, 3%, when combined with sulfur 3% to 8%.

Salicylic acid, 0.5% to 2%.
Sulfur, 3% to 10%.Sulfur, 3% to 8%, when combined with resorcinol 2% or resorcinol monoacetate 3%.

DermatologyTimes®
SOURCES: 1.  Code of Federal Regulations, Part 333: Topical Antimicrobial Drug Products for Over-the-Counter 

Human Use. Subpart D: Topical Acne Drug Products. U.S. Food & Drug Administration eCFR web-

site https://www.ecfr.gov/cgi-bin/text-idx?SID=508e903d6cc10d798bd454249641b8dc&m

c=true&node=pt21.5.333&rgn=div5#sp21.5.333.d. Updated May 14, 2019.

2.  Code of Federal Regulations, Part 347: Skin Protectant Drug Products for Over-the-Counter 

Human Use. Subpart B: Active Ingredients. U.S. Food & Drug Administration eCFR website 

https://www.ecfr.gov/cgi-bin/text-idx?SID=508e903d6cc10d798bd454249641b8dc&m

c=true&node=pt21.5.347&rgn=div5#se21.5.347_110 Updated May 14, 2019.
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T
he central importance of the skin 
barrier has become clear for a num-
ber of diseases including acne, psori-
asis, ichthyosis, and atopic dermatitis 

(AD).1 Excitingly, the fi laggrin story in AD has 
codifi ed the idea that loss-of-function mutations 
in the FLG gene (which codes for the protein 
fi laggrin that aggregates keratin fi laments and 
plays an integral role in skin barrier function) is 
central to the pathophysiology of AD, helping 
paint a mechanistic picture.2 

Provocatively, such defi cient skin barrier 
function has been shown in murine models to 
lead to higher penetration of allergens through 
the skin and to enhanced sensitization to aller-
gens, suggesting that a similar process could 
occur for humans with AD.3,4 It is postulated 
that such epicutaneous sensitization to both food 
and environmental allergens may in part explain 
the correlation between AD, food allergy, aller-
gic rhinitis, and asthma that defi nes the so-called 
“atopic march.”5 Perhaps even more convinc-
ing, recent research suggests that AD could even 
be prevented simply by fortifying the skin barrier 
with moisturizers in high-risk individuals, fur-
ther emphasizing its primacy in the pathogene-
sis of AD.6,7

Our epithelium, however, is not limited to 
the skin. The intestinal epithelium plays a role 
similar to that of the cutaneous one, maintain-
ing a barrier from the outside world and selec-
tively separating luminal contents from the inter-
stitium. Impairment of this function leads to 
increased intestinal permeability, often referred 
to as “leaky gut”.8 It is not much of a stretch 
to imagine that there could be similar conse-
quences to those of impaired skin barrier func-

tion, and indeed, leaky gut is often touted as the 
primary underlying problem for a number of 
chronic illnesses by holistic practitioners.9 That 
does not mean it is without controversy, how-
ever. In this brief review, we will explore some 
of the evidence for leaky gut and its relevance in 
dermatology, with an eye towards fi nding paral-
lels with impaired skin barrier function, which I 
have dubbed “leaky skin.” 

While similar to the skin in many ways, the 
gut must also absorb nutrients and is special-
ized for this task. There are three major compo-
nents of the human intestine: luminal microbiota 
with an outer mucus layer, an inner mucus layer, 
and an epithelial layer. The luminal microbiome 
within the gut consists of an enormous commu-
nity of bacteria that plays a critical role in diges-
tion, the production of hormones and vitamins, 
inhibiting growth of pathogens, and in assist-
ing with drug and toxin metabolism.10-12 Entero-
cytes prevent contents in the lumen from cross-
ing into the blood with tight intercellular junc-
tions, allowing for only specifi c nutrients to pass 
while blocking others.10 The deep part of the 
gut barrier is populated by a network of immune 
cells, organized in a specialized structure called 
“gut associated lymphoid tissue” or GALT. The 
GALT is a major lymphoid organ, containing up 
to 70% of the body’s immune cells and plays an 
important role in immune tolerance.10

As with the skin barrier, impairment of the gut 
barrier may occur resulting in increased intestinal 
permeability. Infl ammation, stressors, and dys-
biosis are all associated with disruption of the gut 
barrier, and such dysfunction has been associated 
with a number of diseases including infl amma-
tory bowel disease, celiac disease, small intestinal 

bacterial overgrowth, cirrhosis of the liver, fi bro-
myalgia, Parkinson’s disease, and particularly rel-
evant for this discussion, atopic dermatitis.13-18  
Although not fully elucidated, the thinking is that 
abnormal gut barrier function allows the pas-
sage of antigens from the intestine, stimulating 
the immune system to produce an infl ammatory 
response in predisposed individuals.19

While skin barrier function can be quantifi ed 
with measurements such as transepidermal water 
loss (TEWL), the intestinal barrier is often meas-
ured by administering a mixture of sugars orally 
— usually lactulose along with either mannitol 
or rhamnose — and then examining the urinary 
excretion of the sugars. The larger molecules (lac-
tulose) are able to permeate the barrier only when 
there is signifi cant gut barrier dysfunction, while 
the smaller molecules (mannitol or rhamnose) are 
absorbed transcellularly, independent of the bar-
rier function, allowing one to calculate a large 
sugar/small sugar ratio, which is elevated in pro-
portion to gut barrier dysfunction.20 

We have thus far built up a compelling narra-
tive, but what is the actual evidence, especially as 
it pertains to dermatologic conditions? Remark-
ably, Pike et al. were able to demonstrate a signif-
icantly increased lactulose to rhamnose excre-
tion ratio in children with AD when compared 
to controls,21 while Rosenfeldt et al. took it a step 
further and were able to show statistically signif-
icant positive association between the lactulose 
to mannitol ratio and the severity of the eczema. 
Moreover, the same paper explores treating the 
dysfunction with a probiotic and reports a statis-
tically signifi cant improvement in the ratio in the 
treatment group compared to placebo (0.073 vs 
0.110, P=.001).22 

Leaky gut, leaky skin, or both?

“ What if there were 
a moisturizer for the gut?”

by PETER A. LIO, M.D.
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Similarly, the closely related allergic condition 
eosinophilic esophagitis (EoE) seems to follow 
AD, with a recent paper reporting that patients 
with active EoE had signifi cantly higher lactu-
lose:mannitol ratios when compared to controls 
(0.045 vs 0.033, p<0.001), but no signifi cant dif-
ference between the group with EoE in remis-
sion compared to healthy controls, fi tting nicely 
with what would be anticipated.23 And, if we 
extend our net, there are several lines of evidence 
which converge on the idea that the increased 
intestinal permeability appears to be correlated 
with acne as well.24

Which leads us to the more diffi  cult part of 
this discussion: what to do? Unlike the preem-
inent availability of the skin, the gut is a lit-
tle harder to access directly. It stands to reason 
then, that our most readily available interven-
tion could be diet: a somewhat contentious area 
in dermatology. 

Many patients are quick to implicate foods as 
triggers for AD,25 but the evidence is less defi ni-
tive. One small study evaluated 15 children with 
AD placed on a strict elimination diet. Notably, 
in two weeks, nine of 15 had a signifi cant reduc-
tion in intestinal permeability. Remarkably, this 
correlated with improvement in clinical eczema 
scores as well, with responders showing better 
gut improvement than non-responders.26 While 
thought-provoking, the aggregate data on dietary 
exclusions do not follow this pattern — at least in 
terms of skin improvement. An excellent review 
by Bath-Hextall et al. in 2009 summarized the 
literature as follows: 

 Studies excluding foods in unselected people 
with AD did not show benefi t. 
 This lack of benefi t for unselected patients is 
notable as it also seems to exclude the exist-
ence of non-allergic mechanisms (such as 
non-specifi c infl ammation) by which food 
could worsen AD.27

Clearly, further work needs to be done in this 
area, with emphasis on measuring intestinal per-
meability as well as AD severity; perhaps there is 
a small subgroup for which this is an important 
connection and that faint signal is washed away 
in larger, mixed groups.

We have also discussed the gut microbiome 
as playing an important role in the barrier func-
tion. It follows that alterations in gut microbacte-
rial diversity may alter the immune system, and 
indeed, evidence exists that such perturbations 

can inhibit the maturation of T-regulatory cells, 
leading to increased infl ammation.28,29 Clini-
cally, this is borne out in several studies such 
as a double-blind placebo controlled crossover 
study (also discussed above) in which two diff er-
ent strains of lactobacilli probiotic were adminis-
tered to 41 children with moderate to severe AD 
for six weeks. Fourteen of the patients had lac-
tulose-mannitol excretion tests to assess intes-
tinal permeability. Median lactulose excretion 
decreased by 50% following treatment with with 
the lactobacillus probiotics, suggesting a signifi -
cant improvement in gut barrier.30 Despite these 
encouraging results, the consensus currently 
states that probiotics are probably not eff ective 
for the treatment of established AD.31 However, 
there is the suggestion that as with exclusion-
ary diets, there may be diff erent phenotypes of 
the disease which respond more favorably than 
others. Further, there remain many unanswered 
questions around probiotics: the appropriate 
strain, dose, and duration of probiotics to name 
a few; but there is certainly promise in the con-
cept of probiotic therapy.

There is one other fascinating possibility that 
I have come across: In order to fortify the skin 
barrier we apply moisturizer, but what if there 
were a “moisturizer” for the gut? As improba-
ble as that sounds, gelatin tannate is one such 
candidate for this role. It is thought to form 
bonds with mucin within the mucus layers to 
strengthen the gut barrier10. In addition to this 
physical activity, it also appears to act as an 
astringent, enhancing the elimination of infl am-
matory protein.32 

This — or perhaps another compound like 
it — may prove to be an option for treating 
impaired gut barrier in the future. And, should 
this reasoning be sound, such improvements 
to the “internal” epithelium may well lead to 
improvements on the external epithelium. 

Importantly, however, we will only know if 
this is happening if we bother to look. I maintain 
that it is this willingness to consider even the sil-
liest-sounding ideas and to evaluate them truly 
and with an open mind that make our conven-
tional, evidence-based approach to medicine the 
best approach. Indeed, it seems that too many 
breakthroughs and brilliant ideas to ignore have 
come from such improbable beginnings. e
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useful tool to put your stake on the ground 
and give you some protection before talking 
to potential external partners. A provisional 
patent does not require “lawyer speak” to 
fi le. Thus, it’s conceivable to fi le a very low-
cost provisional patent to get your ideas, 
preliminary data (not required) fi led. Often 
times, provisional patents are a good way 
to protect your IP rights quickly prior to a 
planned public disclosure (e.g., publication 
of a journal or conference talk). It is a way to 
“mark” your idea before collaboration mod-
ifi es the idea.

During the patent application review, an 
examiner at the USPTO will verify that the 
application discloses only a single inven-
tion and, if necessary, instruct the inven-
tors to fi le divisional applications. After this, 
the patent enters the examination phase, 
during which the examiner will issue offi  ce 
actions to communicate with the inventor 
which parts of the application need to be 
adjusted. If the inventors and the examiner 
do not come to an agreement, the examiner 
will issue a Final Rejection. It is “fi nal” for 
that round of prosecution. However, if the 
examiner approves the patent application, 
the USPTO will issue a Notice of Allow-
ance. This process may be as quick as 12-18 
months or as long as 3+ years. It will likely 
take at least 18 months. After a patent is 
granted, there are a variety of maintenance 
measures and fees that you must attend to, 
but these processes are outside of the scope 
of this article.

To summarize, the fi rst step to obtain-
ing patent protection for your invention is to 
get your idea down on paper: describe your 
invention in both pictures and words. Sec-
ond is to identify patent counsel. Third, 
perform a patent search to make sure that 
others have not had the same idea before 
you. 

You need to review the patent literature 
to identify all prior art that is applicable 
to your invention. Words of caution—just 
because your invention is not represented 
on the commercial market does not mean 
that someone hasn’t thought about it and 
that no prior art exists. Finally, to fi le and 
obtain a patent work with your patent coun-
sel to develop a patent prosecution strategy 
and get started on bringing that new idea, 
product or therapy to market. e
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T
he Centers for Disease Control & Prevention esti-
mates that 1 in 59 children in the United States 
is diagnosed with an autism spectrum disorder 
(ASD), meaning dermatologists who treat chil-

dren are likely to see patients with autism on a regular basis. 
Due to the prevalence of the condition, caregivers of patients 

with autism often expect dermatologists to have an understand-
ing of the disorder, but that may not always 
be the case.

“Within ASD, there is great variability. 
There are children at high-functioning lev-
els who are very intelligent, and then 20% 
with ASD are non-verbal,” said Vikash S. 
Oza, M.D., assistant professor of dermatol-

ogy and pediatrics at New York University School of Medicine.  
Most medical literature off ers little insight for the dermato-

logic care of this patient population, but there are a few recently 
published reports, including a review published in the July/
August 2015 issue of Pediatric Dermatology. Authored by Dr. 
Oza, the review highlights best practices for dermatologists to 
know when treating patients with autism.

Dr. Oza shared tips from the review in an interview with 
Dermatology Times:

PREPARE FOR THE PATIENT VISIT

“One of the defi ning features of kids who have autism is that 
they have a lot of diffi  culty with transitions,” Dr. Oza says. 

New settings — like a doctor’s offi  ce — can cause intense 
stress. 

“Many times it’s a fear of being in a new place,” he says.
You may wish to schedule appointments at the begin-

ning or end of the day when things are less hectic. Consider 
giving patients a “tour” of the offi  ce and letting them wait in 
examination rooms, which are less stimulating than waiting 
rooms. Dim, quiet, uncluttered examination rooms may also 
be helpful. 

During the offi  ce visit, Dr. Oza says, you may need to make 
special adjustments, for example, if a child is having a tantrum.
If that is the case, maybe say you’ll call the parent on the phone 
and get the rest of the history then.

The good news: “With a relationship over time, they may 
feel more comfortable in the clinical environment,” he adds.

BE CONSCIOUS OF TREATMENT SENSITIVITY

Keep in mind that a strong component of autism is sensory 
disintegration. Children with autism may be much more sen-
sitive than other kids to treatments such as topical agents, Dr. 
Oza warns. Greasy ointments, for example, may cause irrita-
tion or create a sensation of having something thick on the skin. 

“It’s like dogma that we mainly use ointments as topical 
steroids,” he notes. “You may have to be more fl exible.” 

Using a lotion or foam may be a better alternative, he says. 
Another good idea is to apply a topical treatment to a small area 
fi rst instead of suddenly covering up a larger area all at once. 
And if you are using Aquaphor, patients with autism may be 
more tolerant of a spray, he adds.

SKIN CONDITIONS CONNECTED TO BEHAVIOR

Children with autism may engage in behaviors like hand 
fl apping, hand wringing, hair pulling and skin picking that 
could cause skin conditions. Repetitive rubbing of the skin, 
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D
iff erent clinical and morphological types of patchy 
hyperpigmentation aff ect thousands of patients 
globally. However, to date, analyzing and com-
paring the conditions has been diffi  cult.

Until recently, no consensus existed on the terminology 
used to describe the various morphologies of acquired macu-
lar pigmentation of uncertain etiology (MPUE), including ashy 
dermatosis (AD), lichen planus pigmentosus (LPP), erythema 
dyschromicum perstans (EDP), idiopathic eruptive macular 
pigmentation, and Riehl’s melanosis. 

To provide a standardized way of discussing these con-
ditions, a panel of 39 pigmentary disorder experts from 18 
countries met during three international conferences — Inter-
national Pigment Cell, World Congress of Dermatology, and 
the American Academy of Dermatology — to draft a consen-
sus agreement. It was published recently in the Journal of 
Dermatology.

“A global consensus statement was needed as there was 
much confusion about terminology,” said Prasad Kumaras-
inghe, a consultant dermatologist with Fiona Stanley Hospi-
tal and University of Western Australia. “Previously, because 
diff erent authors used diff erent terms, even a systematic search 
could not give comparable meaningful data.”

The article provides clarity, he said, by not only highlight-
ing the need for agreed-upon terminology, but by also noting 
the primary feature common to these macular pigmentation 
conditions is melanophages in the dermis. This factor creates 
hyperpigmentation. 

Prior to consensus discussions, participating experts cir-
culated several questionnaires worldwide to gather views from 
clinicians, study authors, and researchers. They deliberated 
via panel discussions, face-to-face conversations, small group 
meetings, and telephone calls.

Ultimately, the panel reached 29 conclusions around AD, 
EDP, and LPP. Importantly, the panel determined typical AD, 
EDP, and LPP morphologies fall on the spectrum of acquire 
MPUE. Here is a consensus summary:

AD: Large (>5cm) hyperpigmented macules are common 
in AD, particularly on the trunk. However, a pruritus history 
or papules and plaques associated with pigmented lesions can 
rule out AD.

LPP: Few LPP cases have past or current evidence of typ-

ical lichen planus. LPP lesions can aff ect sun- and non-sun 
exposed areas and appears largely on the head and neck region, 
including the temple, forehead, and ears. LPP can also aff ect 
fl exures.

Riehl’s Melanosis: This term should only describe numer-
ous fi ne (millimeter-sized) acquired MPUEs on the face, neck, 
and upper chest. If a cause is known, it should be called pig-
mented contact dermatitis.

AD/EDP/LPP/IEMP: There is no uniform eff ective ther-
apy for these conditions, and they can be diagnosed without 
the presence of interface dermatitis. They occur in commu-
nities in diff erent regions with diff erent eating habits, so it’s 
unlikely they’re due to any particular oil applied to the skin or 
eaten. It’s unclear why the melanophages in the dermis causing 
ashy pigmentation in these conditions don’t clear as rapidly as 
in postinfl ammatory hyperpigmentation. But, if you know the 
cause of simple postinfl ammatory hyperpigmentation, don’t 
label it AD, EDP, or LPP. Nor should you use AD, EDP, or 
LPP to label diff use acquired hyperpigmentation.

IEMP can be used to identify small macules (0.5-2cm) of 
acquired pigmentation, without or without raised velvety, pig-
mented lesions that occur mainly in adolescents and don’t fol-
low a known disease episode. 

Be aware, though, some medicines, food additives, and 
food colorings can produced pigmentations identical to AD 
and EDP. 

These consensus conclusions are important, Kumarasin-
ghe said, because managing acquired macular pigmentation is 
a new frontier in dermatology. The impact could be multi-fac-
eted. It could bring greater attention to these types of acquired 
macular pigmentations, stimulate additional research in this 
area, and bring researchers, dermatologists, and industry per-
sonnel together to collaborate on fi nding eff ective treatment 
methods.

“As the dark-skinned populations are very concerned about 
disparities of their constitutive skin color, the clinicians and 
researchers need to focus on this area,” he said. “The psycho-
social impact of the aff ected persons can be enormous.” e
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greater attention 
to these disorders 
and stimulate 
more research.

Quick TAKES



K
nowledge gleaned over the past decade about the 
pathogenesis of atopic dermatitis (AD) is steering 
drug development toward increasingly specific 
targets.

Over the past 10 years, a plethora of studies expanding der-
matologists’ knowledge of AD pathogenesis has driven devel-
opment of new treatments that will benefi t all patients with AD, 
said Emma Guttman-Yassky, M.D., Ph.D., at the American 
Academy of Dermatology annual meeting in March.1 

However, emerging studies also show diff erences between 
AD phenotypes in diff erent AD populations — such as Afri-
can Americans, Asians, European Americans, children and 
the elderly. 

“So in the future, atopic dermatitis may need to be targeted 
with diff erent drugs that will be tailored for these populations, 

particularly if initial treat-
ment targeting all pheno-
types fails,” said Dr. Gutt-
man, Sol and Clara Kest 
Professor and vice chair, 
Department of Dermatol-
ogy, Icahn School of Med-
icine at Mount Sinai, and 
president of the Interna-
tional Eczema Council.

All AD phenotypes 
share activation of the 
T-helper cell 2 (Th2) 
pathway, which is targeted 
by drugs including dupi-
lumab and interleukin 
(IL)-13 blockers, she said. 
“But some of these path-
ways also have Th22, and 
maybe Th17, activation. 
So we may have to think a 
little outside the box.” 

In the future, she said, dermatologists may need to employ 
multiple cytokine antagonists to address the multiple pathways 
active in some AD phenotypes.

“It’s not like psoriasis,” Dr. Guttman added. Its pathogene-
sis focuses heavily on Th17 and IL-23, she explained. Because 
she began her research into AD pathogenesis while working 

in a psoriasis lab, Dr. Guttman and colleagues initially com-
pared the two diseases through molecular and cellular meth-
ods. “We saw that atopic dermatitis has increases in epider-
mal hyperplasia, very similar to psoriasis. And T cells are 
increased in both diseases. But they show diff erent polariza-
tion, so the cytokines produced by these T cells are diff erent.” 
Still, she said, it became clear that both psoriasis and AD are 
immune-driven.

Increasingly, she added, studies show that patients with 
AD also have increased infl ammatory markers in their blood. 
“There are also some population-based studies that showed 
increases in hypertension and other cardiovascular associa-
tions in patients with atopic dermatitis. The idea is that atopic 
dermatitis emerges as a systemic disease.”

With newer IL-17 blockers, many patients achieve Psoria-
sis Area and Severity Index (PASI) 90 or even PASI 100. “In 
atopic dermatitis, we’re not there yet. Partly it’s because the 
disease is much more heterogeneous. And it’s not clear now 
if we can target the disease in full using just one cytokine or 
receptor antagonist.” To achieve 100 % responses for virtually 
all patients, she said, physicians may need to adopt personal-
ized medicine approaches to treat the various AD phenotypes.

Debating whether AD begins with barrier abnormalities or 
immune abnormalities is futile, said Dr. Guttman. Whichever 
is the case, she explained, immune abnormalities ultimately 
amplify the disease toward chronicity. Cytokines that warrant 
targeting are those that have eff ects on the epidermis, such as 
IL-4 and IL-13, which inhibit barrier proteins and antimicro-
bial activities, she said, and IL-22, which creates hyperplasia, 
among others. Such an approach is proving eff ective, Dr. Gutt-
man said, as new biologic and small-molecule drugs target spe-
cifi c cytokines involved in AD.

The success of dupilumab against AD represents fi nal proof 
of the immune hypothesis, Dr. Guttman added. “We target the 
disease specifi cally with a drug that targets only the IL-4 recep-
tor. So by targeting specifi cally the Th2 pathway, not only 
do we improve the clinical disease, but we also improve the 
immune abnormalities and the barrier.”2 These fi ndings estab-
lish the Th2 axis and the IL-4 and IL-13 cytokines as patho-
genic in AD, cementing the disease as a reversible, immune-
driven disease like psoriasis, she said.

In a 60-patient study of the IL-22 monoclonal antibody 
ILV-094 (fezakinumab, Pfi zer), actively treated patients expe-
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Atopic dermatitis Tx 
moves past one-size-fi ts-all

12.4%

In a 60-patient study of the 
IL-22 monoclonal antibody 

ILV-094 (fezakinumab, 
Pfi zer), actively treated 

patients experienced an 
average 12.4% reduction 

in body surface area 
involvement at week 12, 
versus 6.2% for placebo 

(p=0.009). SCORAD 
declines met statistical 

signifi cance among 
patients with severe AD 
at baseline (21.6 vs 9.6, 

p=0.029).



rienced an average 12.4% reduction in body sur-
face area involvement at week 12, vs 6.2% for pla-
cebo (p=0.009). SCORAD declines met statisti-
cal signifi cance among patients with severe AD at 
baseline (21.6 vs 9.6, p=0.029).3

Dr. Guttman and colleagues subsequently 
advanced the proposition that IL-22 and Th22, 
which produces it, may have a pathogenic eff ect in 
AD. “We showed that in half of the patients treated 
in the study — the patients who had increased IL-22 
compared to the other patients — the drug reduced 
the disease quite well.”4 At week 12, patients in the 
high IL-22 cohort experienced mean transcrip-
tome improvement of 139.4%, vs 49.9% for pla-
cebo. Conversely, patients with low baseline levels 
of IL-22 expression did not respond. 

“This is what I consider to be the fi rst exam-
ple of personalized medicine in atopic dermatitis, 
and maybe in dermatology generally. It’s the fi rst 
example I’m aware of in infl ammatory skin dis-
eases,” Dr. Guttman says. e
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levels of IL-22 expression did not respond. 

for example, can cause lichen simplex chronicus, 
while skin picking can result in prurigo nodula-
ris, Dr. Oza says. “We may need to work hand in 
hand with a psychologist or a psychiatrist to try to 
reduce these behaviors.”

Also be aware that kids with autism may 
develop very restrictive diets, he says. “There are 
many reports of kids with autism presenting with 
scurvy.”

UNDERSTAND THAT PATIENT 

AND PARENTS MAY DIVERGE

In some cases, children with autism may not be 
bothered by conditions like acne or vitiligo, Dr. 
Oza says. “They may have something that’s out-
wardly disfi guring but not feel the same impacts 
[as other children] like self-consciousness or 
embarrassment.”

Even so, parents may still push for treatment. 
“This may be because they see this as an area in 

which they can intervene,” he says. “It can be a com-
plex conversation when these things come up.”

CONSIDER GENETIC CONDITIONS 

WHEN APPROPRIATE

“While uncommon, there are certain genetic diag-
noses that are associated with high rates of autism, 
and some have specific skin features,” says Dr. 
Oza. Two notable conditions to consider, he says, 
are tuberous sclerosis (a rare condition that causes 
non-cancerous tumors in the skin and other organs) 
and PTEN hamartoma tumor syndrome (which 
causes tumor-like growths known as hamartomas).

WATCH OUT FOR SIGNS 

OF BEHAVIOR CHANGE

According to Dr. Oza, some children with autism 
“are not able to effectively communicate what 
may be bothering them.” As a result, they may 
suff er silently from any one of a number of medi-

cal conditions such as constipation (which he said 
is extremely common in this population), other 
intestinal problems, dental problems like cavities 
and abscesses, and headaches. 

Dermatologists should be aware that these 
children may refl ect their internal stress through 
behavior changes such as intensifi ed skin picking. 
Be prepared to ask the child’s pediatrician to fol-
low up, he says.

In the big picture of treatment of children with 
autism, Dr. Oza wants dermatologists to remem-
ber that “every kid’s sensitivity and behavioral 
aspects are totally unique.” 

At the same time, he adds, it’s unlikely that der-
matologists will need to actually adjust the neces-
sary treatment for one of these patients. “You just 
have to be more fl exible,” he says. e

Disclosures
Dr. Oza reports no relevant disclosures.

} Pediatric patients with autism require special care considerations FROM PAGE 18

AUTISM       Hyperpigmentation 21       ATOPIC DERMATITIS        Acne 27, 28, 34        Psoriasis 35, 36



A
signifi cant reduction of elastic fi bers and collagen 
fibers combined with inflammation is observed 
in acne scarring, and these processes appear to 
be modulated by TGF-β1 signaling, a study pub-

lished in the March issue of British Journal of Dermatology 
found.

This raises the possibility that an early treatment regimen 
strongly inhibiting infl ammation and TGF-β1 signaling to 
help recovery of the extracellular matrix components may have 
the potential to prevent atrophic scarring, the authors suggest.

Acne scars are a major cosmetic worry for acne patients, but 
they do not aff ect all patients. The pathogenesis of acne scar-
ring is unclear and believed to diff er to that of ordinary scar-
ring, so researchers in Korea set out to investigate in more detail 
how early infl ammation and histological changes are involved 
in acne scarring, as well as the specifi c molecules controlling 
the process, by comparing the molecular profi les of skin and 
acne lesions in patients who are prone to scar against those 
from patients who are not.

Their study included 30 patients with Fitzpatrick skin types 
III to IV, who had acne on their faces. Fifteen patients were prone 
to atrophic scars — meaning they had 30 or more atrophic acne 
scars on their faces and said that their acne usually developed 
into acne scars — and 15 patients had almost no evidence of 
atrophic acne scars and said that they rarely experienced them. 

Skin biopsies were taken from acne lesions fi ve times per 
patient: normal tissue, a papule at day 1 following the occur-
rence, at day three, at day seven, and mature tissue (acne 
occurred more than three months ago).  Immunohistochem-
istry, and quantitative real-time polymerase chain reaction were 
performed on the samples.

“We observed signifi cant defi ciency of total elastic fi bers in 
mature atrophic scars. Moreover, we discovered that the lack of 
elastic fi bers persisted from the beginning of acne infl amma-
tion,” says Dae Hun Suh, M.D., Ph.D., department of derma-
tology, Seoul National University Hospital, Republic of Korea.

Collagen fi bers are essential in scar pathophysiology, and 
it has been suggested that a skewed ratio of collagen 1 to 3, as 
well as the amount of collagen fi bers may aff ect the abnormal 
organization of extracellular matrix, subsequently modifying 
skin tensility and structure. 

“Our fi ndings indicated severe destruction of both colla-
gen 1 and 3 but an increased ratio of collagen 1 to 3 in patients 
prone to acne scars compared to that in non-scar prone 
patients, implying that degradation occurs more sensitively to 
collagen 3 in patients prone to acne scars,” Suh says. Increased 
TGF-β1, which promotes compensatory recovery of collagen 1 
more than collagen 3, might be involved in this process, he sug-

gested. The study also demonstrated signifi cantly higher levels 
of proinfl ammatory cytokines associated with acne pathogene-
sis in patients prone to acne scarring. Cutibacterium acnes, or 
C. acnes, (formerly Propionibacterium acnes, or P. acnes) stim-
ulates the expression of proinfl ammatory genes such as TNF-
α, IL-6, IL-12, and CXCL8 via toll-like receptor 2 signaling, 
and this infl ammatory landscape can encourage the synthe-
sis of matrix metalloproteinases in fi broblasts and endothe-
lial cells, thereby leading to proteolysis of extracellular matrix. 

C. acnes drives infl ammatory reactions by initiating the 
infi ltration of Th17/Th1 cells with increased IL-17 production 
in the perifollicular areas. The diff erentiation into Th17 cells 
is TGF-β1 and IL-6 dependent, and Th17 cells may aggra-
vate acne inflammation via IL-17 related proinflammatory 
responses. Failure of delicate control of Th17/Th1 cells may 
trigger a vicious cycle worsening infl ammation, the research-
ers suggested.

The study also demonstrated that TGF-β1 plays an impor-
tant role as a modulator of infl ammation and scar formation at 
the beginning of acne lesions. TGF-β1 participates in scar for-
mation by directly regulating fi brosis or manipulating kerat-
inocyte proliferation. It has been recognized that TGF-β1 
drives extracellular matrix synthesis and fi broblast prolif-
eration as well as myofi broblast diff erentiation responsible 
for tissue contraction during scarring. TGF-β1 can also 
restrict proliferation of keratinocyte through disturbing 
transcription of c-Myc or inducing transcription of p21. 

“It is presumed that devastation of elaborate regula-
tion of TGF-β1 signaling may have an eff ect on atrophic 
acne scarring by not only fortifying infl ammation but 
also aff ecting fi brosis itself and epidermal prolifera-
tion,” Suh says. “It is postulated that faultily tuned 
TGF-β1 in patients who are prone to acne scars fails 
to restore extracellular matrix destruction normally, 
which is contributed by amplifi ed infl ammation and 
impaired epidermal proliferation.”

Approaches for improving acne scars including soft tis-
sue fi llers, microneedling and most recently use of stem cells. 
“Their eff ectiveness is often unsatisfactory because they only 
focus on neocollagenesis in atrophic scars which are already 
fi nalized,” Suh says. “A fundamental solution for atrophic acne 
scars should be based on preventing scarring through inter-
vention during early stages of acne. Therefore, it is expected 
that our fi ndings can provide molecular evidence of establish-
ing novel strategies such as anti-infl ammatory or anti-TGF-β1 
agents to avoid atrophic scarring.” e
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Early acne intervention 
may prevent later scarring

Study found severe 
destruction of colla-
gen 1, 3 but increased 
ratio of collagen 1 to 
3 in patients prone to 
acne scars.

Signifi cantly higher 
levels of proinfl amma-
tory cytokines associ-
ated with acne patho-
genesis in patients 
prone to acne scars.

TGF-β1 plays import-
ant role as modulator 
of infl ammation, scar 
formation at begin-
ning of acne lesions.
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W
hen Jonette E. Keri, M.D., Ph.D., tries to con-
vey acne’s psychosocial impact, she refers to 
a line in a paper published December 2004, 
in which researchers addressed the impacts 

of acne vulgaris on quality of life and self-image. 
“The impact of acne may be equivalent 

to that of asthma or epilepsy,” notes the arti-
cle by Thomas DR in The Journal of Cuta-
neous Medicine and Surgery.1 

That description put the potential psy-
chosocial suffering of teenage and other 
acne patients in perspective for Dr. Keri, 

associate professor of dermatology and cutaneous surgery at 
the University of Miami School of Medicine, Miami, Fla. 

“When I read that article years ago, I thought how I remem-
bered the one young man in my whole high school who had 
epilepsy. Everybody knew him. And everybody knew how 
hard his life was. So, I think of him, and then I think acne can 
be as hard as that,” says Dr. Keri, who presented on acne’s psy-
chosocial impact during the Acne Treatment Controversies 
panel in March 2019 at the American Academy of Dermatol-
ogy (AAD) Annual Meeting in Washington, D.C. “There’s not 
just physical scarring. There can be emotional scarring, which 
is why I like to treat acne aggressively.” 

TO SCREEN OR NOT TO SCREEN

There are mental health screenings that dermatologists can 
incorporate in practice for acne and other patients, accord-
ing to Dr. Keri. While some are shorter and easier to imple-
ment, other screenings are long and better reserved for use in 
research, she says. 

In a letter to the editor by Rea S et al published July 20, 
2017 in the Australian Journal of Dermatology,2 the authors 
suggest that dermatologists learn the Diagnostic and Statisti-
cal Manual (DSM) criteria for depression and consider imple-
menting that as a screening tool for their acne patients. 

Dr. Keri says that may be unrealistic. While there are tools 
for having the discussion, including questions to ask, she rec-
ommends that dermatologists practice responsibly by taking 
the time to talk to patients about how they feel, psychosocially. 

“Ask them if they’re feeling badly about their skin. If they’re 
eating. If they feel self-conscious,” she says. “If the dermatolo-
gist feels comfortable with the patient, he or she might refer to the 
patient’s primary care, psychologist or psychiatrist, depending 
on the severity of the psychiatric symptoms that the dermatolo-
gist is seeing. I think we have a responsibility as dermatologists 
to be aware that there can be these feelings in these patients.”

Dermatologists in academic settings often have a built-in 

referral network, which Dr. Keri says can get patients the help 
they need quickly and with less eff ort.

“I have, for example, one young girl who had a fair amount 
of depression and anxiety. She would pick her skin in addi-
tion to having acne, so she had acne excoriee,” Dr. Keri says. 
“I developed a rapport with her. She told me she was at a new 
school and the kids were tough. We got her an appointment 
with the pediatric psychology division. She had weekly ses-
sions and is doing much better. Her acne is better, she’s not 
picking and she feels better.”

MENTAL HEALTH IMPACTS TREATMENT

It’s important to hear and factor in the child’s point of view, she 
says. If the impact is relatively severe for a child’s quality of life 
or self esteem, Dr. Keri might suggest more aggressive therapies. 

“If they’re borderline for getting isotretinoin and they really 
want to get better, I might use it, for example,” she says. 

Those treatment recommendations should be based on 
the individual acne patients. Some severe acne patients don’t 
appear a bothered by their skin, according to Dr. Keri. 

“Sometimes, I’m more worried about the acne than they 
are. I worry about their long-term skin health, and I’m trying 
to prevent more scarring. So, I have to educate them about my 
concerns before recommending treatment,” she says. 

Dr. Keri says she does not generally prescribe antidepres-
sants for acne patients. 

“I have done it a few times in my career. Within the last 
month, I’ve done it once prescribing paroxetine, but then I ulti-
mately got that patient to see a psychologist and psychiatrist,” 
she says. “I don’t think many dermatologists feel comfortable 
with prescribing these medications.”

But Dr. Keri says it’s important to act on behalf of the 
patient. Sometimes that means contacting the patient’s pri-
mary care doctor when patients are upset about their acne or 
making a referral to a mental health specialist. Dermatologists 
should consider aligning with mental health professionals who 
are they feel comfortable referring to and are experienced in 
taking care of patients with skin conditions.

The key is to help the patient most directly get the care they 
need, without too many steps, to address psychosocial issues 
from acne, she says. e
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al burden of acne 
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assess the impact 

of disease that 
the patient 

is experiencing.

Let clinical exam 
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burden inform your 
treamtent plan.
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Acne’s hidden scars

Dr. Keri



D
ermatologists’ overall antibiotic prescribing has 
fallen in recent years, so they and their acne 
patients are fi nally relying less on antibiotics and 
more on alternative treatments, according to Diane 

M. Thiboutot, M.D., professor of dermatology at Penn State 
College of Medicine. 

NO SMALL ISSUE

Antibiotic resistance is among today’s biggest threats to global 
health, food security and development. And antibiotic misuse 
is accelerating the problem and rendering antibiotics less eff ec-
tive against a growing number of infections, including pneu-
monia, according to a fact sheet released February 2018 by the 
World Health Organization (WHO).1

Dermatology, a relatively small specialty, remains a mighty 
force among antibiotic prescribers, with dermatologists pre-
scribing more oral antibiotics per clinician than any other med-
ical specialist, according to a recent review published online 
in JAMA Dermatology.2 

The good news from that study: Dermatologists’ antibi-
otic prescribing fell 36.6% between 2008 and 2016, largely 
because of decreases of use in extended courses of anti-
biotics prescribed for acne and rosacea, according to the 
authors. 

“Because of concerns about the development of bacterial 
resistance, we have been recommending to limit the use of anti-
biotics for the treatment of acne. The guidelines for the treat-
ment of acne3—the more recent guidelines from the AAD in 
2016—incorporate some of this information with regard to the 
use of antibiotics,” Dr. Thiboutot says. 

“Nevertheless, some dermatologists still treat patients with 
antibiotics for several months or years at a time. The updated 
guidelines recommend that oral antibiotics should be used for 
the treatment of acne for no more than a three-month period,” 
she adds.

According to the guidelines, dermatologists should con-
sider starting acne patients on topical treatments along with 
antibiotics, so that patients continue topical therapies after 
stopping oral antibiotics.

But while the messages are clear, changes in antibiotic pre-
scribing practice patterns have been slow in coming in derma-
tology, according to Dr. Thiboutot. 

“We made recommendations about reducing antibiotics 
around 2003,” she says. “I think part of the issue is that anti-
biotics have been a mainstay of acne treatment.” 

ANTIBIOTIC ALTERNATIVES

Among the acne treatment alternatives gaining wider accept-
ance: the hormonal agent spironolactone.  It’s not FDA-ap-
proved for acne but is widely used to treat acne in women, 
according to Dr. Thiboutot. 

Another way to limit antibiotic use in acne patients is to use 
isotretinoin sooner in those who continue to have acne despite 
long-term antibiotic treatment, especially when patients have 
acne-associated scarring, according to Dr. Thiboutot.  

“Another alternative would be to maximize the use of top-
ical therapies like benzoyl peroxide, topical retinoids, other 
topical agents,” she says. 

Still another option—one that involves an antibiotic at 
lower doses—is treating acne with sub-antimicrobial doses of 
doxycycline.

“There have been publications on this,” Dr. Thiboutot 
says. “Low-dose doxycycline is not FDA approved for the treat-
ment of acne, but it has been studied in rosacea and is FDA 
approved for the treatment of rosacea. It would be interesting to 
have some long-term studies looking at whether use of sub-an-
timicrobial doses of doxycycline for acne is associated with the 
development of bacterial resistance. Those longer-term studies 
have been reported in the dental literature, but no long-term 
studies have looked at bacterial resistance in acne patients.” 

Dr. Thiboutot says that she was among the dermatologists 
who often would go to antibiotics for acne treatment several 
years ago. 

“When the new information came out about bacterial resist-
ance, it was a bit concerning to treat someone and then stop the 
antibiotics after about three months. I wasn’t sure how that was 
going to go,” she says. “I was really pleasantly surprised in a 
lot of cases. What I do after that three-month period is I make 
sure that they have other therapies onboard, usually a benzoyl 
peroxide or topical retinoid. In some cases, I do use low doses 
of doxycycline but would welcome additional data.” e
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Options to limit antibiotics

“ What I do after that three-month period is I make sure that 
they have other therapies onboard, usually a benzoyl peroxide 
or topical retinoid.” Diane M. Thiboutot, M.D., professor of dermatology at Penn State College of Medicine.
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C ognitive behavioral therapy (CBT) can successfully 
treat the physical symptoms of psoriasis, a new sys-
tematic review and meta-analysis finds — and sys-
temic treatment doesn’t seem to provide an extra 

boost to its effectiveness. However, the authors of the report 
aren’t ready to suggest that CBT become a mainstay of psori-
asis treatment. 

“Although the results show that CBT is effective, we can-
not draw the simplistic conclusion that CBT is a universal 
effective therapy to all psoriasis patients because CBT is tai-
lored for individual patients, and there is heterogeneity in the 
delivery of this method,” write the authors, whose findings 
appeared online Feb. 9 in Psychology Research and Behavior 
Management.1

The report, led by dermatologist Yi Xiao, M.D., M.P.H., 
of Central South University in Changsha, China, notes that 
mental conditions such as anxiety and depression appear to 
be more common in psoriasis.

According to a 2016 review, previous research has sug-
gested psoriasis and psychiatric disorders are highly correlated 
compared to other dermatologic diseases, and “patients may 
have specific psychopathologic features that are not commen-
surate with the extent of skin lesions.” In addition, the review 
reported that “studies have shown that these patients suffer 
from the same deterioration in health-related quality of life as 
patients with cancer and cardiovascular diseases.”2

The researchers of the current review examined eight ran-
domized controlled trials of psychological interventions for 
psoriasis. The trials, published in English and Chinese, were 
small  — with intervention and control groups ranging from 20 
to 83 people — and included a total of 765 subjects.

Five of the trials tested various types of CBT (including one 
that applied it with biofeedback). The other three trials exam-
ined “telephone-based emotional disclosure,” “group multi-
professional education” and “telephone-based motivational 
interviewing.”

Most of the trials lasted six or 12 weeks; two lasted six months.
The researchers found a statistically significant improve-

ment for CBT only: The pooled estimate was −1.80 (com-
bined Psoriasis Area and Severity Index [PASI] and Self-ad-
ministered Psoriasis Area and Severity Index [SAPASI], 95% 
CI: −2.57 to −1.03; P<0.001). The studies measured PASI, 
SAPASI or both.

“The subgroup analysis shows that CBT, rather than other 
specific psychological interventions, is effective in PASI reduc-
tion with a moderate effect size,” the researchers write.

Some of the studies complemented CBT with systemic 
treatments, such as etanercept (Enbrel, Amgen), methotrexate 
and cyclosporine. These treatments didn’t appear to boost the 
effectiveness of CBT. The researchers also found that in-per-
son CBT in groups or individual sessions appeared to be more 
effective than remote CBT delivered by phone or the Internet.

“CBT can reduce the stigma and confusion surround-
ing affective and anxiety responses to the disease, and it may 
improve psoriasis severity by inhibiting the inflammation asso-
ciated with depression and anxiety,” the authors write. “In addi-
tion, CBT provides a tailored approach to correct misconcep-
tions and expand knowledge about the nature of psoriasis; for 
example, believing it to be contagious. Moreover, CBT may be 
helpful in tackling feelings of despondency and hopelessness in 
patients, making them more participative in their treatments.”

The study was funded by the Ministry of Science and Tech-
nology of the People’s Republic of China and the Department 
of Science and Technology of Hunan Province. �

Disclosures
The study authors report no relevant disclosures.
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Cognitive behavioral therapy 
effective for some patients 

When it comes to 
effective manage-
ment of psoriasis,  
different drugs work 
for different patients.

Assessing patient 
comorbidities and 
understanding  
contraindications for 
each drug is critical 
to providing the best 
patient care.

When treating 
patients of childbear-
ing age, it’s  
important to initiate 
discussions about 
potential side effects 
of any treatment, 
as half of all preg-
nanices happen 
unplanned.

Quick TAKES

“ Previous research has suggested psoriasis and psychiatric disorders 
are highly correlated compared to other dermatologic diseases.”



By WHITNEY J.PALMER

Treating chronic infl ammatory skin con-

ditions during pregnancy carries a differ-

ent set of guidelines. Dermatologists are 

treating the mother, but whatever ther-

apies they prescribe can also have an 

effect on the unborn infant.

Consequently, the onus is on the der-

matologist to discuss any therapies and 

potential side effects with any woman of 

child-bearing age despite whether she’s 

sexually active. As a rule, patients don’t 

initiate these conversations. 

Jenny Murase, M.D., a dermatolo-

gist with the Palo Alto Foundation Med-

ical Group, discussed some risk factors 

and guidance for dermatologists during 

the American Academy of Dermatolo-

gy Spring Meeting in Washington, D.C.

“A key thing for dermatologist to under-

stand is that 50 percent of pregnancies 

in the United States aren’t planned with a 

healthcare provider, meaning an ob/gyn, 

family practitioner, dermatologist, etc.,” 

she said. “So, that means the number of 

pregnancies planned with a dermatol-

ogist are a fraction of that 50 percent.”

Here are some guidelines she sug-

gested:

ANTIHISTAMINES

Although antihistamines are largely con-

sidered safe during pregnancy for patients 

with chronic infl ammatory skin condi-

tions, she said, they should be avoided 

during the last month. During that time 

period, they can cause adverse effects:

 An oxytocin-like effect that prompts 

uterine contractions

 A increased rate of retrolental fi bro-

blasts in premature infants exposed 

to antihistamines within 2 weeks of 

delivery

 Withdrawal symptoms, including trem-

ors, irritability, poor feeding, and diar-

rhea

IMMUNOSUPPRESSION

If a patient is receiving immunosuppres-

sive therapy, she should take extra pre-

caution to avoid pregnancy.

For example, patients receiving myco-

phenolate mofetil should use at least two 

forms of contraception, including a barrier 

method, for at least 4 weeks prior to receiv-

ing treatment and for 6 weeks post-treat-

ment. Additionally, women receiving aza-

thioprine should not rely on an IUD alone 

for contraception.

STEROIDS

Whenever possible, steroid use should 

be strictly limited during pregnancy. Both 

betamethasone can cross the placental 

barrier easily, putting the unborn infant 

at risk, she says. Topical prednisone is the 

preferred alternative because it doesn’t 

cross the placental barrier as effi ciently. 

“Even still, you are guaranteed side 

effects with prednisone,” she said, rec-

ommending prednisone be limited during 

pregnancy when possible. “You’ll gain 

weight, have gestational diabetes, you’ll 

have high blood pressure, fat redistribution, 

and bone loss. It’s not a situation where 

you can monitor to see if you get the side 

effects. You will get them.”

Murase also discussed cyclosporine 

and its safety as an oral systemic thera-

py. Research data indicates it presents no 

malformation risk, neurodevelopmental, 

immunologic, or nephrogenic defect risks.

Overall, Murase said, she hopes der-

matologists remember three overall take-

away messages:

 Topical steroids and anti-histamines 

are largely safe in pregnancy

 Biologics have mounting safety data 

around the safety of anti-TNF class drugs 

in pregnancy and breastfeeding

 IgG, immunoglobulin G, is an excel-

lent antibody choice for treating mod-

erate-to-severe pemphigus cases. e
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WOMEN’S HEALTH GUIDELINES

W
hen it comes to treating psoriasis, many ther-
apies exist that off er roughly the same level of 
care. But that doesn’t mean any patient will 
respond well to any therapy.

It turns out there are many factors, including other illness or 
comorbidities, that should be considered when trying to fi nd 
the right treatment option for a patient. 

Mark Lebwohl, M.D., a dermatologist with Mt. Sinai 
Health System, discussed factors clinicians should consider 
when treating patients with cardiovascular conditions dur-
ing the American Academy of Dermatology Spring Meeting 
in Washington, D.C. 

“People always ask which psoriasis drug is my favorite or 
which is best,” he said. “The truth is, it’s a diff erent drug for 
diff erent patients because there are a whole range of conditions 
that we should look for and ask the patient about.”

Certain drug classes could be risky for patients with hyper-
tension, diabetes, a previous history or family history of heart 
attack or a history of smoking. In particular, Dr. Lebwohl dis-
cussed how congestive heart failure and latent tuberculosis 
(TB) could aff ect psoriasis drug choice. 

For example, he said, dermatologists should consider avoid-
ing TNF blockers for congestive heart failure patients. One 
infl iximab study revealed higher doses of the TNF agent led to 
more hospitalizations and deaths. Alternately, he said, usteki-
numab, methotrexate, apremilast, cyclosporine and acitretin 

could be good options. However, he cautioned, cyclosporine 
has been associated with hypertension.

Treating latent TB can also be problematic, he said. Typ-
ically, with latent TB, dermatologists can treat patients with 
prophylactic anti-TB drugs to limit the likelihood the TB 
would erupt. However, if a TB patient is also on biologic ther-
apy, using a TNF blocker could actually initiate a TB recur-
rence, as could methotrexate. Instead, consider the interleu-
kin (IL)-17 and IL-23 blockers to avoid a TB relapse, as well 
as apremilast, cyclosporine and acitretin.

Dr. Lebwohl also discussed psoriasis drugs for cancer 
patients. Individuals with squamous carcinoma or malignant 
melanoma or lymphoma should not receive TNF blockers as 
the treatment can increase certain malignancies. Instead, he 
said, ustekinumab and IL-17 and IL-23 blockers are preferable.

Having this information is critical to providing the best 
patient care possible, Dr. Lebwohl emphasizes. 

“I hope dermatologists will talk with patients about their 
symptoms and their comorbidities and apply a greater under-
standing of which drugs might work best in which circum-
stances,” he said. “If they don’t, they’ll be relegated to tri-
al-and-error in trying to fi nd the right treatment, and they won’t 
necessarily be giving the best drug to the patient.” e

Reference:
S036 – Psoriasis. “Treatment of psoriasis: Which drug for which patient.” Mark Lebwohl, M.D., 1-4, p.m., 
March 2. American Academy of Dermatology 2019 Spring Meeting, Washington, D.C.,
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Patient-centered treatment
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B
y all accounts, Revance is preparing for the FDA’s 
approval and market launch of its lead compound 
daxibotulinumtoxinA for injection (DAXI). DAXI 
clinical trials looking at glabellar line treatment sug-

gest the neuromodulator with its proprietary peptide technol-
ogy is at least as good as Botox (onabotulinumtoxinA, Aller-
gan) but lasts substantially longer.

The release of a new and diff erent neuromodulator is big 
news given botulinum toxin type A procedures consistently 
rank fi rst among the most popular minimally invasive treat-
ments in the United States. Since 2000, demand for botuli-
num type A procedures has soared 845%, according the 2018 
National Plastic Surgery Statistics by the American Society of 
Plastic Surgeons (ASPS).

Shannon Humphrey, M.D., clinical assistant professor in 
dermatology and skin science, University of British Colum-
bia, was principal investigator for a number of Revance DAXI 
studies and has had years of experience using the product in 
glabellar lines.

“This is a product that’s truly diff erent,” Dr. Humphrey 
says. “In medicine we’re bombarded with me-too products that 

are diff erentiated based on price or a new 
label, but this really is a diff erent product in 
a number of ways. One of the most impor-
tant diff erentiators is that it creates a new 
category of injectable neuromodulator for 
glabellar lines that is longer in duration.”

DAXI DURATION, EFFICACY & SIDE EFFECTS

DAXI’s median duration for treatment of moderate-to- 
severe frown lines was 24 weeks. That’s a good eight weeks 
longer than top competitors on the market, according to Dr. 
Humphrey.

“And if you actually look at the duration to the time to 
return to baseline to the original frown line, you’re looking at 
more like 27, 28 weeks,” she says.

Other trial results that are vital to the product’s market suc-
cess include that it eff ectively treats frown lines and appears to 
be at least as safe as potential rival Botox.

“There’s a very high degree of effi  cacy — actually the high-
est response rate seen across studies of competitors. Over 95% 
at the four-week mark. So it’s not just in one study — across a 
very robust, large dataset, there’s a 95% response rate,” Dr. 
Humphrey says.

DAXI’s side eff ect profi le is similar to other neuromodula-
tors on the market, according to Dr. Humphrey.

“The side eff ects were mild, localized to the injection treat-
ment area and transient,” she says. “From a confi dence-in-sci-
ence perspective, it works and it’s safe.”

The other interesting piece is around duration. “We see 
24 weeks’ duration, for moderate-to-severe frown lines eff ec-
tively treated and 28 weeks before patients go back to how their 
frown lines looked before.”

Researchers conducted one head-to-head study, the phase 2 
BELMONT study, which had multiple treatment arms, includ-
ing one with 20 units of onabotulinumtoxinA (Botox).

“That is approximately equivalent to the amount of daxi-
botulinumtoxinA 40 units, which is what Revance has decided 
to go ahead with for their fi ling,” Dr. Humphrey says. “Again, 
what we found in this study is that daxibotulinumtoxinA 
gets approximately eight weeks longer duration than that 
competitor.”

DAXI NUANCES

DAXI is a purifi ed protein. The 150 kilodalton toxin is exactly 
the same as other neurotoxins on the market. But daxibotuli-
numtoxinA has a proprietary peptide.

“It’s a little amino acid chain that’s added to it, and through 
a number of basic science mechanisms, it leads to this longer 
duration,” Dr. Humphrey says. “We spend a lot of time talk-
ing about diff erentiation but, as a foundation, the active part 
of this drug is the same.”
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FDA approval 
could come as 

early as 2020.

Quick TAKES

Dr. Humphrey



cosmeticDermatologyTimes®

JUNE 2019

Dr. Humphrey says dermatologists and others 
will learn more about how DAXI behaves com-
pared to other neuromodulators once it has regula-
tory approval. She explains that in the clinical trial 
setting, researchers use it with a specifi c paradigm 
for injection and in a specifi c dose for all patients.

But there is something she says she noticed 
when treating patients with DAXI.

“This is a personal observation — not garnered 
from the data. There was a lovely reshaping of the 
brow, a really beautiful smooth look to the glabella 
that I believe is slightly diff erent from some of the 
competitors. But the nuances of how to capitalize 
on that will be garnered when we have large num-
bers of patients in clinical practice,” she says.

Revance started preclinical trials in early 2019 
looking at DAXI to treat forehead lines and crow’s 
feet, according to Dr. Humphrey.

HOW WILL DAXI AFFECT YOUR PRACTICE?

Dr. Humphrey says colleagues have asked her how 
a longer-lasting neuromodulator might impact 
their practices’ bottom lines. She says that mar-
ket research has shown the physicians think their 
neuromodulator patients are coming in more often 
than they actually are.

“The vast majority of toxin patients are com-
ing in twice a year. Physicians overestimate it and 
think their patients are coming in three or four 
times a year,” she says.

If the FDA approves DAXI, consumer behav-
ior will likely not change; rather patients coming 
in twice a year will actually have better results and 
more consistent improvement over the duration of 
the year, she says.

“From a clinical integration perspective, I like 
the concept of patients’ coming in twice a year. 
Most of my injectable patients are on a combina-
tion treatment plan where they’re having toxins 
and fi llers and lasers and tightening treatments. 
And to combine those for optimal convenience, 
twice a year works really well for me from a treat-
ment planning perspective,” Dr. Humphrey says.

DAXI’s potential launch, however, doesn’t 
mean an end to Botox, Dysport (abobotuli-
numtoxinA, Galderma) or Xeomin (incobotuli-
numtoxinA, Merz Aesthetics), according to Dr. 
Humphrey.

“I believe that if I have patients who are com-
pletely satisfi ed and happy with their current treat-
ment, I’d be unlikely to initiate a change. I’d be 
happy to provide information through a num-
ber of channels I communicate with patients — 
media, blogs, reading material in our offi  ce. But 
I don’t think I would proactively plan to change 
treatment for all of my happy patients,” she says. 
“For new patients, I think I will have the discus-
sion about which product is right for them and 
make that decision that way. It will give patients 
another choice. It will be a diff erentiated product. 
It will likely be a premium product, allowing me to 
deliver the best long-lasting results for my patients. 
But I think there will still be a role for competi-
tors’ products.”

Caroline A. Chang, M.D., 
a dermatologist pract ic-
ing in East Greenwich, R.I., 
says she plans to incorporate 
Revance’s DAXI into practice 
if it receives FDA approval.

“The potential for longer 
duration of action may be useful for certain 
patients. Moreover, as a core aesthetic specialty, it 
is important for us … to stay current on new prod-
ucts so that we can off er them to our patients,” Dr. 
Chang tells Dermatology Times. 

“Given its longer duration of action, I would 

consider it in patients who have had neuromodu-
lator injections previously. One of the great bene-
fi ts of the current neuromodulators is actually the 
three-month duration, especially for toxin-naive 
patients. I’ve found that some patients learn they 
don’t like the eff ect that toxin has on certain areas 
of their face. The shorter duration is helpful in these 
cases.  However, for those patients who’ve had toxin 
in the past, particularly in the glabellar area with-

out issue, this product would be 
a suitable treatment.”

Atlanta, Ga., facial plastic 
and reconstructive surgeon 
Inessa Fishman, M.D., says 
she is excited about new neu-
romodulators coming to the 

U.S. market.
“…. mostly because I’m a fan of competition 

and choices,” Dr. Fishman says. “I currently use 
Dysport, Xeomin and Botox in my practice, and 
am excited about trying Jeuveau (prabotulinum-
toxinA-xvfs, Evolus). Brand loyalty is huge in the 
U.S., but I fi nd that my patients generally trust 
my opinion and experience in terms of their best 
injectable options.”

Dr. Fishman says the downside of a new prod-
uct is the need for a trial period. 

“I like to try new treatments on myself, friends 
and family, as patients can be hesitant about a new 
product, especially if these patients and I do not 
have a long-term relationship,” according to Dr. 
Fishman. “Another hesitation is higher dosing — 
literature suggests a direct correlation between 
dosing and longevity, and this may be fi ne for gla-
bella and crow’s feet, but an overly frozen or heavy 
forehead — for months — is probably not going to 
be welcomed by most patients.”

Revance plans to fi le with the FDA the fi rst half 
of 2019, and FDA approval could come as early as 
2020, according to Dr. Humphrey. e

Disclosures
Dr. Humphrey is an investigator for and consultant to Revance. Drs. Chang and 
Fishman report no relevant disclosures.
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“ [Jeuveau] will likely be a premium product, allowing me 
to deliver the best long-lasting results for my patients. But I 

think there will still be a role for competitors’ products.”
Shannon Humphrey, M.D., University of British Columbia, Canada

Dr. Chang

Dr. Fishman

Daxi (DaxibotulinumtoxinA)

150 Kilodalton toxin

95% response rate

24 weeks’ duration



I
t’s hard not to notice three terms that marketers are hyp-
ing as trends in skincare: microbiome, blue light and 
(organic) green.

But what do they really mean? And what should der-
matologists be telling their patients? Two experts off er insights 
and recommendations.

MICROBIOME: HELP OR HARM?

“There is a lot of discussion about the microbiome because 
new studies are showing a relationship between the bacteria in 
the gut and on the skin and skin health,” according to Miami, 
Fla.,-based dermatologist Leslie Baumann, M.D., author of the 
textbook Cosmeceuticals and Cosmetic Ingredients.

The association has led to a plethora of “probiotic” skin-
care brands — many containing one to three types of bacte-

ria that claim to benefi t the skin, according to Dr. Baumann.
Dr. Baumann doesn’t recommend topical probiotics. Here’s 

why: “We don’t know yet what bacteria are good and bad for 
the skin. We have some hints but nothing conclusive,” Dr. Bau-
mann says. “The gut fl ora may play a bigger role than previ-
ously thought, so topical products would not aff ect gut fl ora. 
Most studies are showing that diversity of fl ora is more impor-
tant than one ‘good’ bacterium so adding exogenous probiot-
ics might actually do harm. And the response to these topical 
probiotics will depend on skin type, medications, diet, envi-
ronment and genetics.

“We just do not know enough about the role all of these fac-
tors play with the microbiome,” she says.

BLUE LIGHT: GOOD FOR ACNE, BAD FOR AGING

Dr. Baumann says she loved 
using blue light as an acne treat-
ment to kill Cutibacterium acnes
(C. acnes, formerly Propionibacte-
rium acnes) but new studies sug-
gest it ages the skin.

Indeed, researchers have found, 
for example, that low-level 449 nm 
blue light photobiomodulation kills 
C. acnes, according to a study pub-
lished March 28, 2019, in Lasers in 
Surgery and Medicine.1

But there is a dark side to using 
blue light. Blue light contributes 
to skin aging similar to UVA, 
according to authors of a paper 
published July 2017 in Free Radi-
cal Biology and Medicine.2

“ As pressure is growing on cosmetic companies to use more 
environmentally friendly ingredients and packaging, we are see-
ing a profound increase of organic/natural and eco claims on 

‘green’ beauty products.” Leslie Baumann, M.D.,  Miami, Fla.
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The role of topical 
probiotics on the 

microbiome is 
unknown.

Blue light is effective 
on acne, but causes 

skin aging.

Standard defi nitions 
for “green” skincare 

are needed.

Quick TAKES

BLUE LIGHT CONTINUES ON PAGE 43f

3 Trends in skincare

A recent clinical study reports that traditional Chinese medicine helps 

to restore skin health for patients with eczema. The study compared 

Kamedis Calm Eczema Therapy Cream (Kamedis) to non-botanical 

eczema cream formulations, according to a company press release. 

The study authors report that the Kamedis botanical formulation was 

23% more effective than a widely used OTC brand and 44% more effec-

tive than their own non-botanical formulation in providing eczema 

relief. The Kamedis botanical product includes the company’s pat-

ented formulation of Chinese rhubarb, great burnet, tree of heaven, 

Baikal skullcap, cnidium fruit and licorice extracts. The study suggests 

that these botanicals help to protect the skin from irritation by keep-

ing skin moist, thereby facilitating relief of impaired skin barrier func-

tions. The study is scheduled to appear in the June issue of the Jour-

nal of Drugs in Dermatology, according to the release. e

EVIDENCE OF 
BOTANICAL EFFICACY
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
This brief summary does not include all the information needed to use BRYHALI safely and 
effectively. See full prescribing information for BRYHALI.
BRYHALI™ (halobetasol propionate) lotion, 0.01% for topical use  
Initial U.S. Approval: 1990
INDICATIONS AND USAGE
BRYHALI™ (halobetasol propionate) Lotion, 0.01% is indicated for the topical treatment of 
plaque psoriasis in adults.
CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Hypothalamic-Pituitary-Adrenal (HPA) Axis Suppression
BRYHALI has been shown to suppress the hypothalamic-pituitary-adrenal (HPA) axis.
Systemic effects of topical corticosteroids may include reversible HPA axis suppression with 
the potential for glucocorticosteroid insufficiency. This may occur during treatment or upon 
withdrawal of treatment with the topical corticosteroid.
The potential for hypothalamic-pituitary-adrenal (HPA) axis suppression with BRYHALI was 
evaluated in a study of 19 adult subjects with moderate to severe plaque psoriasis involving 
≥20% of their body surface area (BSA). HPA axis suppression was reported for 1 (5.6%) 
subject at Week 4 and for 3 (15.8%) subjects at Week 8. All 3 subjects had normal HPA axis 
suppression test with discontinuation of treatment [see Clinical Pharmacology in full 
Prescribing Information]. 
Because of the potential for systemic absorption, use of topical corticosteroids, including 
BRYHALI, may require that patients be evaluated periodically for evidence of HPA axis 
suppression. Factors that predispose a patient using a topical corticosteroid to HPA axis 
suppression include the use of more potent corticosteroids, use over large surface areas, 
occlusive use, use on an altered skin barrier, concomitant use of multiple corticosteroid-
containing products, liver failure, and young age. An adrenocorticotropic hormone (ACTH) 
stimulation test may be helpful in evaluating patients for HPA axis suppression.
If HPA axis suppression is documented, attempt to gradually withdraw the drug, reduce the 
frequency of application, or substitute a less potent steroid. Manifestations of adrenal 
insufficiency may require supplemental systemic corticosteroids. Recovery of HPA axis 
function is generally prompt and complete upon discontinuation of topical corticosteroids.
Systemic effects of topical corticosteroids may also include Cushing’s syndrome, 
hyperglycemia, and glucosuria. Use of more than one corticosteroid-containing product at 
the same time may increase the total systemic exposure to corticosteroids. Pediatric 
patients may be more susceptible than adults to systemic toxicity from the use of topical 
corticosteroids due to their larger surface-to-body mass ratios [see Use in 
Specific Populations].
Local Adverse Reactions
Local adverse reactions from topical corticosteroids may include atrophy, striae, 
telangiectasias, burning, itching, irritation, dryness, folliculitis, acneiform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact dermatitis, secondary infection, and 
miliaria. These may be more likely with occlusive use, prolonged use, or use of higher 
potency corticosteroids, including BRYHALI. Some local adverse reactions may 
be irreversible.
Concomitant Skin Infections 
Use an appropriate antimicrobial agent if a skin infection is present or develops. If a 
favorable response does not occur promptly, discontinue use of BRYHALI until the infection 
has been adequately treated.
Allergic Contact Dermatitis 
Allergic contact dermatitis with corticosteroids is usually diagnosed by observing failure to 
heal rather than noting a clinical exacerbation. Consider confirmation of a clinical diagnosis 
of allergic contact dermatitis by appropriate patch testing. Discontinue BRYHALI if allergic 
contact dermatitis occurs.
ADVERSE REACTIONS
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in clinical practice. 
In randomized, double-blind, multicenter, vehicle-controlled clinical trials, 426 adults with 
plaque psoriasis were treated with BRYHALI and had post-baseline safety data. Subjects 
applied BRYHALI once daily for up to eight weeks. Table 1 presents adverse reactions that 
occurred in at least 1% of subjects treated with BRYHALI and more frequently than in 
vehicle-treated patients.
Table 1: Adverse Reactions Occurring in ≥1% of the Subjects Treated with 
BRYHALI through Week 8

BRYHALI 
(N=284)

Vehicle 
(N=142)

Adverse Reaction % %

Upper Respiratory Tract Infection 2% 1%

Application Site Dermatitis 1% 0

Hyperglycemia 1% 0

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
There are no available data on BRYHALI use in pregnant women to inform a drug-
associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
In animal reproduction studies, increased malformations, including cleft palate and 
omphalocele, were observed after oral administration of halobetasol propionate during 
organogenesis to pregnant rats and rabbits. The available data do not support relevant 
comparisons of systemic halobetasol propionate exposures achieved in the animal studies 
to exposures observed in humans after topical use of BRYHALI.  
The background risk of major birth defects and miscarriage for the indicated population is 
unknown. In the U.S. general population, the estimated background risk of major birth 
defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 
20%, respectively. 
Data

Animal Data
Halobetasol propionate has been shown to cause malformations in rats and rabbits when 
given orally during organogenesis at doses of 0.04 to 0.1 mg/kg/day in rats and 
0.01 mg/kg/day in rabbits. Halobetasol propionate was embryotoxic in rabbits but not in 
rats. Cleft palate was observed in both rats and rabbits. Omphalocele was seen in rats but 
not in rabbits.
Lactation
Risk Summary
There are no data on the presence of halobetasol propionate or its metabolites in human 
milk, the effects on the breastfed infant, or the effects on milk production after 
treatment with BRYHALI.
Systemically administered corticosteroids appear in human milk and could suppress 
growth, interfere with endogenous corticosteroid production, or cause other untoward 
effects. It is not known whether topical administration of corticosteroids could result in 
sufficient systemic absorption to produce detectable quantities in human milk. 
The developmental and health benefits of breastfeeding should be considered along with 
the mother’s clinical need for BRYHALI and any potential adverse effects on the breastfed 
child from BRYHALI. 
Clinical Considerations
Advise breastfeeding women not to apply BRYHALI directly to the nipple and areola to avoid 
direct infant exposure.
Pediatric Use
Safety and effectiveness of BRYHALI in pediatric patients under the age of 18 years have 
not been evaluated.
Because of higher skin surface area to body mass ratios, pediatric patients are at a greater 
risk than adults of HPA axis suppression and Cushing’s syndrome when they are treated 
with topical corticosteroids. They are therefore also at greater risk of adrenal insufficiency 
during or after withdrawal of treatment. Adverse reactions including striae have been 
reported with use of topical corticosteroids in infants and children [see Warnings 
and Precautions].
HPA axis suppression, Cushing’s syndrome, linear growth retardation, delayed weight gain, 
and intracranial hypertension have been reported in children receiving topical 
corticosteroids. Manifestations of adrenal suppression in children include low plasma 
cortisol levels and an absence of response to ACTH stimulation. Manifestations of 
intracranial hypertension include bulging fontanelles, headaches, and bilateral papilledema 
[see Warnings and Precautions].
Geriatric Use
Of 284 subjects exposed to BRYHALI in clinical trials, 61 subjects were 65 years or older. 
Clinical trials of BRYHALI did not include sufficient numbers of subjects age 65 years and 
older to determine whether they respond differently from younger subjects.
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal studies have not been performed to evaluate the carcinogenic potential 
of halobetasol propionate.
Halobetasol propionate was not genotoxic in the Ames assay, in the sister chromatid 
exchange test in Chinese hamster somatic cells, in chromosome aberration studies of 
germinal and somatic cells of rodents, or in a mammalian spot test. Positive mutagenicity 
effects were observed in a mouse lymphoma gene mutation assay in vitro and in a Chinese 
hamster micronucleus test. 
Studies in rats following oral administration of halobetasol propionate at dose levels up to 
0.05 mg/kg/day indicated no impairment of fertility or general reproductive performance.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Manufactured for:
Dow Pharmaceutical Sciences, a division of Valeant Pharmaceuticals North America LLC 
Bridgewater, NJ 08807 USA
By:
Valeant Pharmaceuticals International, Inc. 
Laval, Quebec H7L 4A8, Canada 
U.S. Patent Numbers: 6,517,847 and 8,809,307
BRYHALI is a trademark of Valeant Pharmaceuticals International, Inc. or its affiliates.
© 2018 Valeant Pharmaceuticals North America LLC
Based on 9652102             November 2018             BRY.0095.USA.18
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“I have patients coming in a lot now with a blue 
light guard on their cell phone to prevent aging. I 
now avoid using blue light on patients. I still use 
red light and have not found data that red light ages 
skin,” Dr. Baumann says.

THE MEANING OF ‘GREEN’

There is no accepted defi nition of the term organic 
for skincare. Many base the defi nition on the food 
classifi cation. And long-term studies on the eff ects 
of using topical organic products or ingredients 
are lacking, according to Dr. Baumann.

“As pressure grows on cosmetics companies to 
use more environmentally friendly ingredients and 
packaging, we are seeing a profound increase of 
organic/natural and eco claims on ‘green’ beauty 
products. Terms such as active naturals, botan-
ical, natural, green and organic are used; how-
ever, these terms are meaningless without stand-
ard agreed upon defi nitions,” Dr. Baumann writes 
in Cosmetics and Cosmeceuticals. “Of these terms, 

only the term organic has requirements for its use. 
Unfortunately, there are diff erent standards in the 
United States and in different countries about 
what organic and natural mean.”

But so-called “green” skin-
care is actually more than a 
marketing push — it’s a real 
need — and is in demand 
among consumers, according 
to Fred Zülli, Ph.D., managing 
director of Mibelle Biochem-

istry Switzerland, a unit of the Mibelle Group, 
which develops and produces active ingredients 
for the personal care industry.

The trend in green skincare implies a fast-grow-
ing demand for more natural, organic and sustain-
able products, according Dr. Zülli. The challenge, 
he says, is that there are so many diff erent concepts 
for green skincare that it is diffi  cult to formulate 
the right consumer products.

“In this context, consumers are looking for 
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“ I have patients coming in a lot now with a blue 
light guard on their cell phone to prevent aging. 

I now avoid using blue light on patients.”
Leslie Baumann, M.D., Miami, Fla.

Dr. Zülli
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GREEN PACKAGING

Botanicals and sustainability may be top of mind for consumers when it comes to what’s in their skincare products, but 

there’s a bigger picture that extends to the materials in which the products themselves are packaged. Can they be 

reused, recycled, composted? These may be relevant questions for skincare professionals to ask when making deci-

sions about developing practice product lines, identifying product marketing differentiators or making product rec-

ommendations that will appeal to “green”-leaning patients.

Naturally Serious Skincare announced their #ItGetsGreener initiative earlier this year: 

Their already-green, all-natural products are now packaged in reusable, recyclable 

or compostable components.

THE GREEN SPECTRUM

“Green” can also be interpreted as “natural” and “nontoxic.” Skincare products — sun-

screens in particular — are frequently found somewhere along the spectrum in this cat-

egory. Beyond the obvious active mineral vs chemical ingredients, other common terms 

associated with “green” include fragrance-free, phthalate-free, sulfate-free, paraben-free, 

vegan, not tested on animals among others. 

The C’est Moi Gentle Mineral Sunscreen Lotion (a drugstore brand) uses all these des-

ignators on their packaging: NO – Fragrance, parabens, phthalates, sulfates, mineral 

oil, propylene glycol or dyes. e

THE MANY SHADES OF ‘GREEN’

plant-derived actives, as they believe that these 
are safer and have less side eff ects. Also, they are 
looking for more natural components in the prod-
ucts and less or no preservatives, colors or mineral 
oils,” Dr. Zülli tells Dermatology Times.

Consumers, as a result, want greater transpar-
ency of ingredients and claims.

Today’s consumer also is concerned about sus-
tainability, according to Dr. Zülli.

“As naturally grown does not always meet sus-
tainability, biotechnology is of great interest to 
develop and produce natural components in a sus-
tainable way,” he says.

For example, Dr. Zülli and colleagues have 
developed a process to grow moss plants in pho-
to-bioreactors so the ingredient can be used in 
cosmetics.

“Moss plants have not been used in cosmet-
ics, as the plant grows very slowly, cannot be cul-
tivated and if collected in the wild are heavily con-
taminated with pollutants such as heavy metals,” 
he says.

So, the scientists grow the moss plant as pro-
tonema tissue in a water-based media with light. 
The biotechnological production leads to sustain-
able and pure moss tissue. From the moss biomass 
an extract is then produced to be used as a cos-
metic ingredient.

“In vitro, the product has shown an activation 
of cell nuclear pore genes which are down regu-
lated in aged fi broblasts. Cell nucleus health is a 
new anti-aging topic, as the transport of molecules 
in and out of the nucleus is extremely important for 
the response of cells to external stress factors. In 
U.S. in-vivo studies, we could show that the moss 
extract could vitalize the skin to reduce the nega-
tive eff ects of health/cold and dry/moist stress con-
ditions,” he writes. e
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“ Adding the ready-to-use suspension 
of silver particles before laser treatment 
resulted in up to a 32% reduction of light hair 
compared to baseline.”

W
hen combined with the 810 nm diode laser 
for hair removal, SNA-001 (Sienna Biophar-
maceuticals), a pipeline topical silver pho-
to-particle solution and light absorber, helped 

to remove tough-to-treat white, gray, blonde, light red and 
light brown hair in men and women, according to Sienna 
Biopharmaceuticals.1

Sienna describes the technology as using silver particles 
applied to the skin to harness light energy from medical lasers 
to thermally target hair follicles inside pilosebaceous units. 
Lasers activate the silver particles to thermally target hair fol-
licles without damaging surrounding tissue.

Sienna released results from a pivotal trial of SNA-001 
involving 65 patients having hair removal with the 810 nm 
diode laser. After six treatments, hair decreased an average 
17.5% with topical SNA-001 pretreatment and laser compared 
to an average 1.1% in those receiving vehicle and laser. Add-
ing the ready-to-use suspension of silver particles before laser 
treatment resulted in up to a 32% reduction of light hair com-

pared to baseline, making it statistically superior to vehicle and 
laser, according to the company.

Researchers also studied SNA-001 in hair removal 
patients treated with the 1064 Nd:YAG and 755 nm Alex-
andrite laser. In both cases, study authors reported a signif-
icant reduction in light hair from baseline but the diff erence 
between patients who received SNA-001 and those who did 
not in conjunction with these laser devices wasn’t as signifi -
cant as with the 810 nm diode.

The company also announced that a third and fi nal piv-
otal trial of SNA-001 in acne showed the topical solution was 
non-inferior to laser therapy. But previous studies on SNA-001 
in acne were less successful. Last year, Sienna Biopharmaceu-
ticals announced that two pivotal acne trials with SNA-001 in 
conjunction with 1064 nm and 810 nm lasers did not show sta-
tistical signifi cance on the primary and secondary endpoints.2

The most recent results pave a possible path to SNA-001’s 
regulatory clearance in light-pigmented hair removal and acne, 
according to the company.

SNA-001 is part of Sienna’s proprietary Topical Photopar-
ticle Therapy platform. The company’s president and chief 
executive offi  cer Frederick C. Beddingfi eld III, M.D., Ph.D., 
describes some of Sienna’s other projects3: “Our drive to bring 
unconventional scientifi c innovations to patients whose lives 
remain burdened by their disease without compromising safety 
has unlocked a pipeline of selective kinase inhibitors that target 
select pathways in specifi c tissues to treat a variety of chronic 
infl ammatory and immunologic conditions with minimal to no 
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SNA-001 is a pho-
to-particle solution 
and light absorber.

Results show SNA-
001 improves laser 

reduction of light 
hair colors.

Treatment is most 
effective with the 

810 nm diode laser.

Quick TAKES

Pipeline topical promising 
for lasers on light hair
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SAMPLE ANNUAL INCOMEPROVIDER

P
erhaps the most important fi nding from the fi rst-ever 
survey of nonphysician aesthetic provider compen-
sation is that almost no two physician extenders are 
paid in the same way.

Top-line results showed that, on average, full-time nonphysi-
cian aesthetic providers earn $158,670 annually. However, look-
ing at numbers alone greatly understates the complexity of non-
physician compensation, says Mary Beth Hagen, CEO/founder 
of Titan Aesthetic Recruiting, which sponsored the survey.

“It’s fascinating — you can’t say, ‘this is how an injector 
gets paid’ because every single respondent gave us a diff erent 
answer.” With variables including salary, hourly pay, commis-
sions, bonuses and benefi ts, she says, virtually every respond-
ent’s pay scheme is unique.

Distributed through social media and e-mail, the survey 
targeted nurse practitioners (NPs), registered nurses (RNs) and 
physician assistants (PAs) in the United States whose practice 
consisted of at least 50% aesthetic procedures (mainly neuro-
modulators and dermal fi llers).

Although 187 potential respondents clicked into the sur-
vey, she says, only 88 (47%) completed it. 

“I was surprised at the low completion rate.” Several pro-
viders told Ms. Hagen off -line they didn’t know enough about 
how they got paid to even answer the questions.

RNs (51% of the sample) earned an average of $129,000 
annually, versus $189,000 for PAs (30%) and $196,000 for NPs 
(19%). Years of service at the same practice strongly impacted 
earnings. 

“We found that if you’d only been with your employer for 
one to two years, average earnings are about $138,000 (n = 13). 
But that defi nitely increased when you’d been at the employer 
for three to fi ve years ($195,939; n = 16).” 

Years of injecting experience factored into compensation 
as well, with average compensation of $96,000 for an injector 
with only one to two years’ experience (n = 6).

By practice specialty, nonphysicians who worked for plastic 
or facial plastic surgeons earned the most: $170,000 annually. 

“What you’re seeing there is that a lot of overhead is paid 
for by their surgical practice,” she says. 

These specialists also tended to employ much more tenured 
injectors, adds Ms. Hagen. This situation evolved, she says, 
largely because when the injectable market began exploding, 
surgeons typically delegated these duties to nonphysician staff  
wherever allowed by law. Full-time injectors who worked for 
dermatologists (who made up only 8% of the sample) or other 
specialists made approximately $142,000 yearly.

Geographically, the Southeast set the pace, with aver-
age annual earnings of $199,000. The fact that one-third of 
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Survey targeted NP, 
RN and PA aesthetic 
providers in the U.S.

Compensation vari-
ables included sala-
ry, hourly pay, com-

missions, bonuses 
and benefi ts.

Commission/Bonus 
structure was more 

valued than salary/
hourly rate.

Quick TAKES

Survey reveals complexities 
of nonphysician pay

RN 51% $129,000

PA 30% $189,000

NP 19% $196,000
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respondents practice in Florida, where RNs are 
not allowed to inject, may have skewed responses.

“We also found that if you were a full-time 
employee, you were much more likely to get addi-
tional benefi ts — such as life insurance, medical 
benefi ts, profi t-sharing plans and 401(k)s,” she says. 

The most common type of benefi t extended 
to part-time employees involved continuing med-
ical education (CME) or personal-development 
training.

Additionally, the survey asked injectors who 
expected to work at the same practice next year 
what wage changes they were hoping for. 

“We saw that 52% expect their compensation 
to increase this year, by about $33,000,” she says.

For participants considering switching employ-
ers, the top three concerns included work-life bal-
ance, commission or bonus structure and sup-
port for CME. The vast majority of respondents 
who reported leaving a practice due to inadequate 
compensation wanted fairly substantial increases 
— 16% to 20% — Ms. Hagen says. When asked 
what nonphysician injectors should be paid, the 
average response was $134,069.

Regarding payment structures, 67% of respond-
ents reported that commission or bonus potential is 
the most important component. 

“When you look at what people really value in a 
commission structure, most of them, as they’re get-
ting into their practice, value a commission or bonus 
structure more than a higher salary or hourly rate,” 
she says.

 The remaining 33%, who prioritized base sal-
ary, were primarily fi rst- or second-year injectors.

Approximately half of respondents worked in 
physician-owned practices. 

“I was surprised, though, that 23% were self-
owned,” she says. 

The number owned by private equity fi rms — 
seven percent — likely will grow in future editions 
of the survey, Ms. Hagen adds.

When she started the project last summer, she 
quickly realized no solid data exist to provide a 
basic framework for a conversation about fair com-
pensation for nonphysician aesthetic providers. By 
repeating the survey annually, she says, she hopes 
to start the conversation about what it will cost a 
business owner to hire an injector, and how the 
injector should approach loyalty and helping build 
the practice’s brand.

Having worked in aesthetic medicine for 15 
years, Ms. Hagen says she undertook the survey 
because she grew tired of hearing:

 “My doctor is so selfi sh and greedy. They make so 
much money and don’t give any back to the staff .”
 “My staff  is so lazy and entitled. They have no 
idea how hard I’ve worked to go to school and 
start this practice — what I go through every 
day to try to keep them employed.”
The reality, she says, lies somewhere in the 

middle. And neither side appreciates the total 
picture. Ms. Hagen frequently counsels nonphy-
sician providers entering the aesthetic space that 
fi rst-year dermatologists didn’t make the average 

dermatologist’s annual salary in fellowship. 
“They barely made enough to survive,” she says. 

“So for this fi rst year or two, you’re not going to 
make what you made as an experienced PA, NP or 
hospital RN. You’re starting a diff erent career. And 
you really need to be grateful to the person who is 
giving you an opportunity to learn how to inject.”

If a nonphysician injector brings in $500,000 
in revenue, says Ms. Hagen, about half of that cov-
ers cost of goods sold. Additional expenses often 
covered by the practice include the provider’s mal-
practice and health insurance, profi t-sharing, vaca-
tions, scrubs and retirement contributions. Addi-
tional overhead borne by the practice includes 
training, advertising and support staff . 

“I tell people, if you’re bringing in a half-mil-
lion dollars and getting $100,000 to $150,000 take-
home, tell your physician, ‘thank you. I’m so grate-
ful for what we have together as a practice. Can we sit 
down and identify how I can bring in more patients 
and revenue, and we can both grow together?’”

Ms. Hagen cautions against taking survey fi nd-
ings out of context. As the fi rst survey of its kind, 
based on an 88-person sample, its fi ndings are not 
meant to indicate what providers should be earn-
ing or employers should be paying, she says. e

Disclosures
Ms. Hagen is a shareholder and former employee of Allergan, a former employee 
of Medicis and a shareholder in Revance.
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“ We saw that 52% [of nonphysician aesthetic 
providers] expect their compensation to increase 

this year, by about $33,000.”
Mary Beth Hagen, CEO, founder, Titan Aesthetic Recruiting, Minneapolis, Minn.

systemic exposure. We are poised to begin phase 
3 enrollment for SNA-120 (pegcantratinib) later 
this year as a potential fi rst-in-class, non-steroidal 
treatment for psoriasis and the associated pruri-
tus. Additionally, we continue to see potential in 
SNA-125, our tissue-targeted JAK3/TrkA dual 
kinase inhibitor, for other infl ammatory disorders 
of the skin, as well as the gastrointestinal tract, the 

eye and the lung. Indeed, with additional fund-
ing through a business-development transaction 
or other means, we would plan to move SNA-125 
forward with a phase 2 trial in atopic dermatitis, 
as well as with a proof-of-concept study in ulcera-
tive colitis, where the need for gut-restricted drugs 
with low systemic exposure is high.” e
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C
ontinued research has borne an array of diff erent 
therapeutic drugs for the treatment of unresect-
able or metastatic melanoma, each agent achieving 
varying degrees of effi  cacy. What remains constant, 

however, is that these new and innovative targeted and immu-
notherapies have side eff ects, many of which are cutaneous. A 
number of these patients will receive lifelong or long-term ther-
apy with these agents, and the new challenge that must be met 
head-on in this new age of targeted and immunotherapies are 
the cutaneous side eff ects that many patients with melanoma 
experience. Dermatologists must be able to quickly recognize, 
treat and manage the melanoma drug-specifi c symptoms seen 
in this growing patient population.

Melanoma therapies have had many advantages over the last 
several years with the emergence and success of immunother-
apy and targeted therapies. The use of systemic medications 
has now expanded and is eff ectively used in adjuvant therapy 
and other settings. Although many patients are doing well and 
surviving longer, experts agree that these same patients are now 
met with diff erent challenges, which include a number of cuta-
neous side eff ects from the treatments that are helping them 
with their previously untreatable disease.

“It is a more promising time for melanoma patients as there 
now exist better therapeutic options to treat advanced disease, 
but there is a relatively high incidence of cutaneous adverse 

events with these novel therapies, including with immuno-
therapies. As such, we as dermatologists have a critical role to 
play in trying to best manage the cutaneous side eff ects in this 
patient population so that there is no limitation, if possible, for 
them to receive these very eff ective targeted and immunother-
apy drugs,” says Bernice Y. Kwong, M.D., F.A.A.D., clinical 
associate professor of dermatology, director of the supportive 
dermato-oncology program, and director of the inpatient der-
matology consult service, department of dermatology, Stanford 
University School of Medicine, Stanford, Calif. 

Even before immunotherapies and targeted therapies 
became available for melanoma treatment, skin toxicities were 
already a common issue with other cancer therapies. Accord-
ing to Dr. Kwong, the lessons learned from the side eff ects of 
cancer therapy management from other cancer drugs have been 
helpful in treating patients with melanoma.

“It is such an exciting time with increasing and ongoing 
research and understanding of genetic changes in melanoma, 
and the development of targeted therapies and immune thera-
pies not only for melanoma but for many other cancers as well. 
There is a newer fi eld of dermatology called supportive onco-
dermatology, where there continues to be rapid change and 
still so much to learn. As such, it is important that our manage-
ment strategies adapt and change in this very dynamic fi eld,” 
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MELANOMA

53 SRT for NMSC
New technology, updated guidelines make 

this a strong option for some patients.

54 Melanoma
SLNB may improve disease-free survival in some patients, 

and a recent study suggests it should be considered routine.

Dermatology’s role with 
advanced melanoma patients
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Cutaneous side 
effects from immuno-
therapy in melanoma 

patients 
creates a new 

treatment challenge.

Skin toxicities with can-
cer therapies have led 

to the newer fi eld of 
supportive oncoder-

matology.

A standardized 
care framework 

for cutaneous side 
effects of melanoma 

immunotherapies 
is needed.
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Ò We as dermatologists have a critical role to play in trying to 
best manage the cutaneous side effects…so that there is no 
limitation…for [patients] to receive these very effective targeted 

and immunotherapy drugs.” Bernice Y. Kwong, M.D., F.A.A.D., Stanford University School of Medicine, Stanford, Calif.
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Rx Only

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

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

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

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

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

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

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

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

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

Preferred Term
Placebo 
(N=506) 

n (%)

OTEZLA 30 mg BID 
(N=920)

n (%)

Diarrhea 32 (6) 160 (17) 

Nausea 35 (7) 
(7)(7)

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

(6)
84 (9)

Tension headache 21 (4) 
(4)

75 (8)

Headache 19 (4) 
((4)

55 (6)

Abdominal pain* 11 (2) 
(2)

39 (4)

Vomiting 8 (2) 35 (4)

Fatigue 9 (2) 29 (3)

Decrease appetite 5 (1) 26 (3)

Insomnia 4 (1) 21 (2)

Back pain 4 (1) 20 (2)

Migraine 5 (1) 19 (2)

Frequent bowel movements 1 (0) 17 (2)

Depression 2 (0) 12 (1)

Bronchitis 2 (0) 12 (1)

Tooth abscess 0 (0) 10 (1)

Folliculitis 0 (0) 9 (1)

Sinus headache 0 (0) 9 (1)

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

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

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

USE IN SPECIFIC POPULATIONS
Pregnancy: Pregnancy Category C: OTEZLA should be used during pregnancy only 
if the potential benefit justifies the potential risk to the fetus. Pregnancy Exposure 
Registry: There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to OTEZLA during pregnancy. Information about the registry can
be obtained by calling 1-877-311-8972. Nursing Mothers: It is not known whether 
OTEZLA or its metabolites are present in human milk. Because many drugs are 
present in human milk, caution should be exercised when OTEZLA is administered to 
a nursing woman. Pediatric use: The safety and effectiveness of OTEZLA in 
pediatric patients less than 18 years of age have not been established. Geriatric 
use: Of the 1257 patients who enrolled in two placebo-controlled psoriasis trials 
(PSOR 1 and PSOR 2), a total of 108 psoriasis patients were 65 years of age and 
older, including 9 patients who were 75 years of age and older. No overall differences 
were observeG�LQ�WKH�HIILFDF\�DQG�VDIHW\�LQ�HOGHUO\�SDWLHQWV�����\HDUV�RI�DJH�DQG�
younger adult patients <65 years of age in the clinical trials. Renal Impairment: 
Apremilast pharmacokinetics were characterized in subjects with mild, moderate, and 
severe renal impairment as defined by a creatinine clearance of 60-89, 30-59, and 
less than 30 mL per minute, respectively, by the Cockcroft–Gault equation. While no 
dose adjustment is needed in patients with mild or moderate renal impairment, the 
dose of OTEZLA should be reduced to 30 mg once daily in patients with severe renal 
impairment [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)]. 
Hepatic Impairment: Apremilast pharmacokinetics were characterized in patients with 
moderate (Child Pugh B) and severe (Child Pugh C) hepatic impairment. No dose 
adjustment is necessary in these patients.

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

Manufactured for: Celgene Corporation, Summit, NJ 07901
OTEZLA® is a registered trademark of Celgene Corporation. 
Pat. http://www.celgene.com/therapies
©2014-2017 Celgene Corporation, All Rights Reserved.
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S
uperfi cial radiation therapy (SRT) has again piqued the 
interest of dermatologists seeking the ideal treatment 
option for patients with challenging nonmelanoma skin 
cancer (NMSC). It is among one of the oldest modali-

ties of treatment, but has been eclipsed over the years by inno-
vative surgical approaches and newer therapeutic approaches. 
However, technology updates and excellent clearance out-
comes rivaling those of Mohs surgery have once again popu-
larized this treatment modality. 

The incidence of NMSC, including basal cell carcinoma 
(BCC) and squamous cell carcinoma (SCC), is on a steady rise 
with two million to three million new cases diagnosed worldwide 
every year. NMSC can be challenging to treat, and the optimal 
choice of therapy rests on several factors, including tumor type and 
location, as well as the patient’s age and comorbidities. 

Several treatment modalities are currently being used, 
including surgery, cryotherapy, curettage and electrodessica-
tion, photodynamic therapy, brachytherapy, chemotherapeu-
tic agents and radiation therapy including SRT.1 

“I am a Mohs surgeon for over 30 years and I really believe 
in the effi  cacy of Mohs, but I have recognized over the years 
that there are those individuals who are not really ideal candi-
dates for Mohs surgery, or any surgery,” says David J. Gold-
berg, M.D., J.D., director of Skin Laser & Surgery Specialists 
of New York and New Jersey and clinical professor of dermatol-
ogy at Mount Sinai School of Medicine in New York. “Super-
fi cial radiation therapy can, many times, be the treatment of 
choice for this patient subset.”

Nonmelanoma skin cancer patients who require an alterna-
tive to surgery typically fall into one of the following categories:

Elderly
 Can’t follow appropriate post-surgery wound care 
instructions 
Have phobia of surgery
 Contraindicated for surgery due to a list of comorbidities 
Have very large extensive lesions considered inoperable 

WHAT’S NEW?

Over the course of the last fi ve years, SRT has been made pop-
ular again through key changes and innovations resulting in 
very stable, smaller and more portable devices, which allow 
them to be used in an out-patient environment. 

“The cure rate for SRT is proven to be higher than those 
seen with other treatment techniques used for NMSC, such as 
electrodessication and curettage, standard surgery and other 
hospital-based forms of radiation therapy,” he says. “The cure 
rate of SRT when used for primary, uncomplicated NMSC is 
only 1% less than that achieved with Mohs surgery. As such, 
SRT could fi ll the therapeutic void for those select NMSC 
patients who are contraindicated for surgery and more amena-
ble for this eff ective and forgiving treatment approach.” 

USE SCENARIO

Superfi cial radiation therapy can be of particular advantage in 
cosmetically sensitive areas, such as the eyelid or tip of the nose, 
as there is little to no resultant scarring following treatments, 
unlike the consequences of traditional surgical approaches. 

However, clinicians should not use SRT in poorly defi ned 
lesions, such as morpheaform type BCC or in any recurrent 
NMSC cases, Dr. Goldberg says. Rather, these lesions should 
be addressed with Mohs surgery. 

“Superfi cial radiation therapy is just starting to really take 
off  as a good treatment choice for a select subset of NMSC 
patients and should be considered as a good treatment option 
for challenging cases,” he says. e

Disclosures
Dr. Goldberg reports the following disclosures: Allergan, Inc. – I(Grants/Research Funding); Almirall – 
C(S); Aquavit Pharmaceuticals – E(SO); Cutera, Inc. – I(Grants/Research Funding); Foamix – I(Grants/
Research Funding); Galderma Laboratories, L.P. – I(Grants/Research Funding); Novan – I(Grants/
Research Funding); Sebcaia, Inc – I(Grants/Research Funding); Sensus Healthcare – C(Fees); Sienna 
Biopharmaceuticals – I(Grants/Research Funding); Stratapharma – I(Grants/Research Funding); Syn-
eron, Inc. – I(Grants/Research Funding), SP(H);
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SRT a strong option 
for some NMSC patients
ILYA PETROU, M.D. | Staff  Correspondent

Nonmelanoma 
skin cancer can 
be challenging 
to treat.

New technology 
and updated 
guidelines have 
brought SRT back 
into the treatment 
armamentarium.

Patients with NMSC 
treated with SRT are 
seeing excellent 
outcomes.
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“ SRT could fi ll the therapeutic void for those select NMSC 
patients who are contraindicated for surgery and more 
amenable for this effective and forgiving treatment approach.”

David J. Goldberg, M.D., J.D., Mount Sinai School of Medicine, New York



T
hirteen percent of patients 
with high-risk primary 
melanoma will experi-
ence disease recurrence within two years, and rou-

tine sentinel lymph node biopsy (SLNB) should be considered 
in these patients to improve prognostic accuracy, according to 
authors of a prospective study of 700 Australian patients pub-
lished in JAMA Dermatology.

Primary tumor occurring in the patient’s head or neck, mel-
anoma-positive SLNB, worse T stage and rapid tumor growth 
(mitotic rate greater than 3/mm2) were each associated with ele-
vated recurrence risk, the authors found.

“In this cohort of patients with high-risk primary mela-
noma treated by wide local excision with or without SLNB, 
two-year disease-free survival [DFS] was 95% for T1b tum-
ors and 67% for T4b tumors,” reports lead study author 
Lena A. von Schuckmann, M.B.B.S., M.P.H., of the QIMR 
Berghofer medical Research Institute in Herston, Australia, 
and colleagues.

“Patients who did not undergo an SLNB had a signifi cantly 
lower two-year DFS compared with patients with a melanoma 
of the same tumor category and a negative SLNB result, sug-
gesting that SLNB should be considered routinely for use in 
high-risk patients,” they write.

Ulceration was associated with decreased survival regard-
less of tumor thickness, they found. Both ulceration and “many 
mitoses” are histopathologic features prognostic of recurrence, 
they report. The recent removal of mitosis from American Joint 
Committee on Cancer melanoma staging classifi cation crite-
ria “may have a detrimental eff ect on assessing some patients’ 
prognosis,” they note. 

“It is likely that future melanoma staging will integrate clin-
icopathologic, molecular and other correlates of tumor biologic 

factors to help streamline treat-
ment and more accurately advise 
on likely prognosis.”

Most (70.2%) of those patients who suff ered recurrence 
within two years had locoregional recurrence and 29.8% had 
distant metastasis. More than half (57.8%) of patients with 
locoregional recurrence remained disease free two years after 
surgery, but 31% experienced distant metastasis.

The authors cautioned that they did not have information 
on the method of recurrence detection and that the study’s two-
year recurrence follow-up time was relatively short.

“As expected, more advanced tumors generally recur more 
frequently and earlier,” comments surgical oncologist Daniel 
G. Coit, M.D., of Memorial Sloan Kettering Cancer Center in 
New York. “The biggest challenge in interpreting the signifi -
cance of this study is the heterogeneity of the patient data set, 
a data set that included 442 patients with clinical T1b to T4b 
who did not undergo sentinel lymph node biopsy; 213 patients 
with pathologic T1b to T4b who had a negative SLNB result; 
and 38 patients with at least stage IIIa after a positive SLNB 
result.”

Sapna Patel, M.D., associate professor at The University of 
Texas MD Anderson Cancer Center, Houston, notes that “we 
have long known there are certain sites of the body that lend 
themselves to higher rates of melanoma recurrence or metas-
tasis. These include the head and neck region and melanoma 
that originates from mucosal surfaces.”

“Some reasons that may explain this higher risk of recur-
rence specifi c to the head and neck region include a more com-
plicated lymph node drainage in this area, making sentinel 
node identifi cation diffi  cult, and inconsistent surgical man-
agement of head and neck melanomas between surgical spe-
cialties and among diff erent practice types,” Dr. Patel says. e
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Study fi nds higher 
risk of melanoma 

recurrence in head 
and neck region.

Patients who did 
not undergo SLNB 
had a signifi cantly 
lower two-year DFS 
than patients with 
melanoma of the 
same tumor cate-
gory and a nega-

tive SLNB result.

Quick TAKES

SLNB may improve DFS
from the
pages of

Dr. Kwong says.
Recognizing the growing need for a standard-

ized optimal care framework for the side eff ects of 
melanoma immunotherapy treatment, as with the 
guidelines put forth on how to optimally treat mel-
anoma, Dr. Kwong says that the National Compre-
hensive Cancer Network (NCCN) has now also 
put forth helpful guidelines on how clinicians can 
best manage immunotherapy toxicities, including 
skin toxicities. 

Dr. Kwong also notes that when patients 
develop advanced or metastatic melanoma and 

chemotherapy comes in to play, there is still a 
very important role for dermatologists to have 
in the care of these patients. Dermatologists are 
equipped through their training and diagnostic 
expertise with the knowhow and formidable treat-
ment modalities to help successfully address and 
manage the skin issues immunotherapy melanoma 
patients encounter. 

“The cutaneous eruptions that we are seeing 
often rely so much on us as dermatologists to use 
our expertise in skin morphology and skin dis-
ease to understand what is happening there on a 

clinical, morphologic and histological level. This 
expertise allows us to bring great management 
strategies to our patients. If we better understand 
what is happening in the skin and what is hap-
pening histologically, we can oftentimes fi nd bet-
ter, more optimal, specifi c and eff ective treatment 
and management strategies for our patients,” Dr. 
Kwong concludes. e

Disclosures
Dr. Kwong reports the following disclosure: Genentech, Inc. – C(Fees).
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DAROMUN BY PHILOGEN

Daromun is a combination of Darleukin, a human 
vascular targeting monoclonal antibody (L19) 
fused to interleukin-2 (IL-2), and Fibromun, the 
L19 antibody linked to tumor necrosis factor 
(TNF). Daromun is being developed as a neoad-
juvant intralesional treatment for stage IIIB and 
C melanoma. 

Philogen received an Orphan Drug designation 
from the FDA in 2017. Daromun would be the fi rst 
neoadjuvant therapy aimed at blocking or delay-
ing progression to stage IV melanoma. In a phase 
2 study of intralesional treatment with Daromun 
in stage III/IVA melanoma patients (EudraCT 
No. 2012-001991-13) effi  cacy was demonstrated 
in terms of complete and partial response of the 
injected metastases, as well as a systemic immune 
response in non-injected lesions that resulted in 
shrinking the lesions or in some cases disappear-
ing. In addition, a decelerated progression to stage 
IV melanoma of treated patients with respect to 
historical controls was recorded. 

A randomized, controlled phase 3 registration 
trial of intralesional application of Daromun as a 
neoadjuvant, followed by surgery and compared to 
surgery alone is presently ongoing in Europe and 
USA with a projected enrollment of 248 patients 
with fully resectable stage IIIB/C melanoma. The 
primary endpoint is recurrence-free survival, with 
overall survival as key secondary endpoint.5,6

ENTINOSTAT BY SYNDAX

Entinostat (ENT) is an oral class-1 selective histone 
deacetylase inhibitor that leads to downregulation 
of immunosuppressive cells in the tumor microen-
vironment. In preclinical studies, entinostat demon-
strated synergy with anti-PD1 inhibitors.7 

In a phase 2 open-label study evaluating ENT 
plus Pembro in patients with recurrent or meta-
static melanoma and prior progression on or after 

Anti-PD1 therapy, 53 patients were treated. The 
results demonstrated 10 confirmed responses 
(19% ORR) with 1 CR and 9 PRs. 

The responses were durable with a median 
duration of 13 months. An additional nine patients 
had stable disease for greater than six months.8,9 
ENT plus Pembro is a promising combination 
therapy for patients with progressing melanoma on 
prior PD-1 blockade and both PD-1 and CTLA-4 
blockade, a group with limited treatment options. 

GSK3377794 (GSK794) 

BY GLAXOSMITHKLINE AND ADAPTIMMUNE

GSK794 is an engineered T-cell therapy, for which 
a patient’s own cells have been genetically modi-
fi ed to express a T-cell receptor (TCR) recogniz-
ing with high affi  nity the tumor-specifi c antigen, 
NY-ESO. When the modifi ed cells are re-infused 
into the patient, they recognize and kill tumor cells 
that express the NY-ESO antigen. 

NY-ESO is expressed at various levels across 
diff erent tumors and appears to be expressed at 

high levels in defined sub-types of melanoma. 
GSK794 is currently being studied in seven phase 
I/II studies assessing its eff ectiveness as a treat-
ment for non-small cell lung cancer, metastatic 
melanoma, ovarian cancer, multiple myeloma, 
synovial sarcoma, and myxoid round cell lipo-
sarcoma. It has been granted PRIME designation 
by the European Medicines Agency and Break-
through Therapy designation by the U.S. Food 
and Drug Administration, underlining the signif-
icant potential benefi ts it can provide.1

HF10 (CANERPATUREV) BY TAKARA BIO

Canerpaturev (C-REV) is an attenuated strain 
of the herpes simplex virus type 1 (HSV-1) that 
demonstrates anti-tumor activity when locally 
injected into a tumor. This type of virus is called 
“oncolytic virus.” Oncolytic viruses do not rep-

licate inside of normal cells, but selectively repli-
cate in tumor cells and break them down without 
excessively damaging normal cells.11

A phase 2 study of combination with HF10, a 
replication-copetent HSV-1 oncolytic virus, and 
Ipilimumab in Japanese patients with stage IIIB m 
IIIC, or IV unresectable or metastatic melanoma 
was completed. The data showed a favorable ben-
efi t/risk profi le and promising antitumor activity.12

MORAB-004 (ONTUXIZUMAB) 

BY EISAI, MORPHOTEC

MORAB-004 (ontuxizumab) is a potential fi rst-in-
class humanized monoclonal antibody against endo-
sialin/TEM1(tumor endothelial marker), which plays 
an important role in tumor stromal cell function, 
angiogenesis, tumor growth, and metastasis.13,15 

In a global phase 2 , open-label, dose selection, 
proof-of-concept study to assess progression free 
survival (PFS) in subjects with metastatic mel-
anoma, 76 patients received at least one dose of 
ontuxizumab. The PFS at 24 weeks was 11.4% for 

all patients (13.5% for 2mg/kg and 8.9% for 4mg/
kg). One patient receiving 4 mg/kg had a partial 
response and twenty-seven of 66 response eval-
uable patients (40.9%) had stable disease. The 
median overall survival was 31 weeks. Ontuxi-
zumab at both doses was well tolerated.

TILSOTOLIMOD (IMO-2125)BY IDERA

Tilsotolimod is synthetic oligonucleotide agonist of 
toll-like receptor 9 designed to turn on or activate 
the immune system by improving antigen presenta-
tion of dendritic cells and macrophages with sub-
sequent proliferation of antigen-specifi c cytotoxic 
T lymphocytes. Tilsotolimod is injected intratu-
morally to stimulate an immune response within 
the tumor microenvironment to enable stronger 
anti-tumor activity from check point inhibitors such 
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Drug Name / Manufacturer MOA/Target Indication Status

APX005M/Apexigen  CD40 agonist antibody Metastatic Melanoma Phase 2

Daromun/Philogen Recombinant fusion protein (darleukin/fibromun) Stage IIIB/C Melanoma (neoadjuvant/intralesional) Phase 3

Entinostat /Syndax (oral small molecule) HDAC Inhibitor  Melanoma (progressive disease after anti-PD-1) Phase 2

GSK3377794/GSK/Adaptimmune NY-ESO-1  T-cell receptor Metastatic Melanoma Phase 2

HF10 (canerpaturev)/Takara Bio
Oncolytic virus/antitumor immunity 
(injected into tumor) Melanoma Phase 2

MORAB-004 (ontuxizumab)/Eisai/Morphotec
MoAb against endosialin/
TEM1 Angiogenesis inhibitor

Melanoma Phase 2

Tilsotolimod (IMO-2125)/Idera Pharmaceuticals TLR9 Agonist Intratumoral Melanoma combo with ipilimumumab Phase 3

TLPLDC  Vaccine/Elios Therapeutics Personalized  Cancer vaccine Melanoma Phase 2

Telomelysin /Oncolys Biopharma Oncolytic adenovirus (injected intratumoral) Melanoma Phase 2

TAVO Intratumoral pIL-12 plus electroporation/
Oncosec Immunotherapies

Induction of IL-12 regulated pathways along 
with distant tumor immune response

Stage III/IV Melanoma in combination 
with Pembrolizumab

Phase 2

Mektovi® (binimetinib) oral tablets/ 
Array Biopharma

MEK Inhibitor Unresectable or Metastatic Melanoma
FDA Approved 9/2018 in 

combination with Braftovi 

Braftovi®(econorafenib) oral capsules/
Array Biopharma

BRAF Inhibitor
Unresectable or Metastatic Melanoma 
BRAF V600 mutation positive

FDA Approved 9/2018 in 

combination with Mektovi
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as anti-PD-1 and CTLA-4 inhibitors.16 An analysis 
of 21 patients from the ILLUMINATE-204 study 
was presented at the ESMO Conference in 2018. 
Patients were treated with tilsotolimod plus ipili-
mumab. The overall response rate was 38% which 
included two complete responses and six partial 
responses. An additional seven patients had stable 
disease and six had progressive disease. 

Tilsotolimo plus ipilimumab revives the 
immune response in anti-PD-1 resistant tumors. 
Effi  cacy was observed in injected and uninjected 
distant lesions, demonstrating an abscopal eff ect. 
The combination had durable responses. The com-
bination was well tolerated with only six subjects 
experiencing immune-related toxicities.17,18 There 
is an ongoing randomized phase 3 study comparing 
tilsotolimod plus ipilimumab to ipilimumab alone 
in the anti-PD-1 refractory melanoma population.19

TLPDC VACCINE BY ELIOS THERAPEUTICS

Tumor lysate particle loaded dendritic cells 
(TLPLDC) is an autologous therapeutic cancer vac-
cine that is made from the patient’s own cells and is 
designed to stimulate the immune system to recog-
nize tumor cells and fi ght the patient’s specifi c cancer. 
The vaccine is made from the patient’s own tumor tis-
sue (1mg collected during surgery) and 120 ml of the 
patient’s blood. It takes only 48 hours to produce the 
vaccine. Patients receive the initial vaccine and then 
three monthly follow-up vaccine inoculations.

 The TLPLDC vaccine is scalable.20 Based on 
data from a Phase 1/ 2 trial, the vaccine is safe, 
with primarily grade 0–2 toxicities, and nearly 
40% clinical benefi t rate in varied tumors, thus 
warranting further study. An interim analysis of 
a prospective, randomized, double-blind, place-
bo-controlled, phase 2b trial of TLPLDC vac-
cine to prevent recurrence in resected stage III or 
IV melanoma patients was presented at the 2018 
ASCO Annual Meeting. In the study, 120 par-
ticipants were randomized 2:1 to receive either 
TLPLDC or placebo to prevent recurrence. 

The analysis showed a meaningful 32% reduc-
tion in the relative risk of recurrence with a median 
follow-up of 12.6 months. Overall TLPLDC was 
safe and well-tolerated; only 33% of participants 
experienced an adverse event and 98% were grade 
1 and 2 events. These data provide a strong ration-
ale for developing a phase 3 study.21

TELOMELYSIN (OBP-301) 

BY ONCOLYS BIOPHARMA

Telomelysin is a gene-modifi ed oncolytic adeno-
virus which selectively replicates in cancer cells 
by introducing a human telomerase reverse tran-
scriptase (hTERT) promotor. Oncolytic adenovi-
rus has much potential for cancer immunotherapy 
because its viral replication is highly immunogenic, 
and oncolysis induced by such virus releases tumor 

antigen and provides co-stimulatory danger signals. 
OBP-301 has demonstrated regression in the 

injected and noninjected melanoma lesions (abscopal 
eff ect).22 An open-label, multi-center phase 2a study 
to evaluate effi  cacy and immunological response of 
intratumoral/intralesional oncolytic virus (OBP-301) 
in unresectable/unresected metastatic melanoma is 
active and seeking to enroll 50 patients.23

TAVO (TAVOKINOGENE TELSEPLASMID) 

INTRATUMORAL PIL-12 PLUS ELECTROPORA-

TION BY ONCOSEC IMMUNOTHERAPIES

OncoSec’s immunotherapy platform, Intratu-
moral IL-12, focuses on the delivery of DNA-
based interleukin-12 (IL-12), a naturally occur-
ring protein with immune-stimulating func-
tions. The treatment is designed to produce a 
controlled, localized expression of IL-12 in the 
tumor microenvironment, which, in turn, ena-
bles the immune system to target and attack tum-
ors throughout the body. 

The ImmunoPulse device is used to supply a 
sequence of short-duration electrical pulses (elec-
troporation) to the tumor which increases the per-
meability of the cell membrane and facilitates the 
uptake of the IL-12.24 

A multicenter phase 2, open-label trial of intra-
tumoral pIL-12 plus electroporation in combina-
tion with intravenous pembrolizumab in patients 
with stage III/IV melanoma who are progressing 
on either pembrolizumab or nivolumab treatment 
is currently open and accruing patients. The pri-
mary outcome measure is overall response rate 
with secondary outcomes of progression free sur-
vival, overall survival, and duration of response.25

BRAFTOVI ( ENCORAFENIB) + MEKTOVI 

(BINIMETINIB) COMBINATION 

BY ARRAY BIOPHARMA

Braftovi (encorafenib) is indicated in combina-
tion with Mektovi (binimetinib) for the treatment 
of patients with unresectable or metastatic mela-
noma with a BRAF V600E or V600K mutation, as 
detected by an FDA-approved test. Encorafenib and 
binimetanib target two diff erent kinases in the RAS/
RAF/MEK/ERK pathway. The co-administration of 
these drugs resulted in a synergistic anti-proliferative 
activity in vitro in BRAF mutation-positive cell lines 
and human xenograft studies.26,27 

In a two-part, randomized, open label, mul-
ti-center, parallel group, phase 3 study comparing 
the effi  cacy and safety of LGX818 (econorafenib) 
plus MEK 162 (binimetinib) to vemurafenib and 
LGX818 monotherapy in patients with locally 
advanced unresectable or metastatic melanoma 
with BRAF V600 mutations, a total of 577 patients 
were randomized; 192 to the econorafenib+bini-
metinib arm, 194 to the econorafenib arm, and 191 
to the venurafenib arm. Econorafenib + binimetinib 

demonstrated a statistically significant improve-
ment in PFS compared to vemurafenib (median 
PFS 10 months vs 2 months p<0.0001). The over-
all response rate was 63% vs 40% and the duration 
of response 16.6 months vs 12.3 months.27 

e
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O
verall, dermatology’s future looks bright thanks 
to an aging population, according to Cincinna-
ti-based dermatologist Brett M. Coldiron, M.D. 
Some 10,000 baby boomers in the United States 

are turning 65 years old daily, according to the Pew Research 
Center. 

“That’s a huge demographic wave. And 
they all go on Medicare,” says Dr. Cold-
iron, president of the Ohio Dermatologi-
cal Foundation and clinical associate pro-
fessor at the University of Cincinnati. “If 
they live long enough, most will have skin 

cancer. Even if they don’t, a lot of the dermatologic diseases 
become more prevalent as one gets older.”

Along with high demand comes the good news of a grow-
ing supply of new and eff ective treatments for dermatology 

patients suff ering from psoriasis, atopic dermatitis and more.  
“We’ve come a long way beyond topical steroids with a 

whole host of new medications that make treating patients 
very rewarding,” Dr. Coldiron says.

The dermatologist workforce isn’t forecast to increase 
much to meet potentially increasing demand, according to Dr. 
Coldiron. But big increases are expected in the numbers of 
physician assistants (PAs) and nurse practitioners (NPs) enter-
ing dermatology, he says. 

However, there are looming changes on the horizon and all 
dermatologists should understand how these changes could 
impact their practices. Knowledge is power, and dermatologists 
could still infl uence outcomes of many of the changes by getting 
involved, according to dermatologists who off ered predictions 
and perspectives during the “Future of Dermatology” panel at 
the 2019 American Academy of Dermatology annual meeting. e
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Advocating for dermatology
Physicians can infl uence pay and regulatory changes

LISETTE HILTON | Staff  Correspondent

Changes are coming 
that may affect 

the dermatology 
practice.

Dermatologists can 
help to infl uence 

change by participat-
ing in key initaitives.  

Quick TAKES

It’s important for dermatologists to have real-
istic expectations about what they’ll make as 

income in the specialty, Dr. Coldiron says. 
“I think the fi rst thing to recognize is you’re 

never going to get paid better than you’re paid 
today,” he says. 

The opportunities for higher pay will pan out 
with some of the alternative or bundled payment 
models, and dermatology doesn’t traditionally 
fi t too well in those, Dr. Coldiron explains. The 
one disease state that is evolving into an alterna-
tive payment model is actinic keratosis, accord-
ing to Dr. Coldiron. 

Dermatologists have to monitor one change 
that could hit the specialty hard, fi nancially, he 
says. It has to do with changes to the 10-day 

global period, in which follow-up visits for 
benign destructions, benign and malignant exci-
sions and other commonly performed dermato-
logic procedures are included in the billing code. 

The problem is Medicare might eliminate 
pay for the follow up, Dr. Coldiron says. 

“There’s a follow-up visit embedded in every 
actinic keratosis you freeze. The follow-up visit 
is worth about $40 and freezing the actinic ker-
atosis is only worth about $30, so if you take the 
follow-up visit out, you’re only going to get paid 
$30 to treat that AK,” he says. “That’s unless, 
of course, you see the patient back. The prob-
lem is then the patient has to pay another copay, 
another deductible and you have to run them 
through the machine again. That’s a lot more 

trouble than if it was just built into that 10-day 
global.”

Dr. Coldiron says he thinks the change will 
happen in the next year or two, unless there’s a 
legislative fi x. 

“It would be devastating to dermatology. 
You’re talking a billion dollars a year going to 
dermatology that we’re going to lose. That’s in 
Medicare alone,” he says. 

One solution, he says, is to donate to and get 
involved in the AAD’s SkinPAC (political action 
committee). Dr. Coldiron, who chairs the com-
mittee, says SkinPAC has established access to 
politicians, has successfully lobbied for the spe-
cialty in the past and is working on this and other 
issues. e

Wallet watch

Dr. Coldiron
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The future of dermatology and medicine will 
be data driven, according to Marta Van-

Beek, M.D., M.P.H., clinical professor of der-
matology at University of Iowa Hospitals and 

Clinics, Iowa City.
“So the American Acad-

emy of Dermatology has 
made the commitment to 
make a large investment in 
establishing a specialty-spe-
cifi c comprehensive registry 

called DataDerm,” Dr. VanBeek says. 
For dermatologists who choose to participate 

in the specialty’s data gathering initiative, Data-
Derm can extract data from most practice elec-
tronic medical records (EMRs), according to Dr. 
VanBeek, who spoke on the topic at AAD. 

“We want people to be able to contribute to 
the data that defi nes the specialty, without hav-
ing to add extra burden or work in the process,” 
she says. 

DataDerm is also a reporting registry. So, if 
a dermatologist or practice wants to report its 
Merit-based Incentive Payment System (MIPS) 
reporting measures to Medicare, they can do 

that through DataDerm.
“Use of DataDerm is a currently a free mem-

ber benefi t of the AAD. There is a cost to sub-
mit your CMS measures but that’s a CMS charge 
that they require for anyone submitting their 
data. Submitting your MIPS measures through 
the DataDerm registry is currently far cheaper 
than what many electronic health records are 
charging,” Dr. VanBeek says.

It’s important that dermatologists help defi ne 
the data that will eventually infl uence how they 
practice and get paid. 

“If we can demonstrate that dermatologists 
treat diseases more quickly and more effi  ciently 
than other providers, it certainly substantiates 
advocating for access to dermatologists without 
a referral or a higher copay,” Dr. VanBeek says. 
“Also demonstrating to both public and pri-
vate payers that if you treat someone effi  ciently, 
whether it’s a skin cancer or an infl ammatory 
disease, if you get the right diagnosis and get it 
treated expeditiously, it actually costs the system 
less money than if you were to drag out the treat-
ment regimen with ineff ective treatments or even 
have the wrong diagnosis.”

There’s a lot that isn’t yet known about how 
the average dermatologic disease is treated in 
private practice. 

“A lot of what we know about dermatol-
ogy and dermatologic disease is derived from 
what’s published either from Medicare data, 
claims data or from academic medical centers,” 
Dr. VanBeek says. “For the fi rst time we’re able 
to see how the average psoriasis patient who has 
private health insurance is treated.  For example, 
we can now see how many times somebody with 
bullous pemphigoid has to see their dermatolo-
gist in order to maintain control of the disease. 
Those things were really unknown before the 
establishment of DataDerm.”

Dermatologists might think participating in 
a registry like DataDerm is giving “Big Brother” 
access to their data. Dr. VanBeek says private 
health insurance companies, Medicare and 
pharmaceutical companies already have your 
data and are using it.

“The argument is … let’s have dermatol-
ogists own the data. We are better able to tell 
the story in the context of our patients’ perspec-
tives,” she says. e

What dermatologists do in the offi  ce to mix 
ingredients is not the same as the com-

pounding that pharmacists do, according to 
Plano, Texas, dermatologist Seemal R. Desai, 

M.D., who presented on the 
topic of compounding at 
AAD and serves on AAD’s 
Board of Directors. 

Yet ,  der matolog ists 
are being lumped regula-
tion-wise in with pharma-

cists in the eyes of the United States Pharmaco-
peia (USP), he says. 

Specialty organizations including the AAD 
and American Society for Dermatologic Sur-
gery (ASDS) are working to spare dermatolo-
gists from having to abide by the same regula-
tory burdens of pharmacists. 

“For example, we’re doing a lot of advocacy 
on buff ered lidocaine because buff ered lidocaine 
is what we do in the offi  ce daily to mix lidocaine 
with sodium bicarbonate to make injecting more 
tolerable for patients,” Dr. Desai says. “Some of 

us do this 30, 40, 50 times a day.”
Potential USP regulation changes include 

that dermatologists would have to prepare the 
syringes for patients and administer them as 
soon as one hour after preparation. 

“In a busy clinic, where we have patients who 
need to have multiple procedures done in a day, 
you may have your staff  prepare your syringes in 
advance to get ready for the day,” he says. “With 
the change, you wouldn’t able to do that because 
once you prepare the syringe it would need to 
be utilized within an hour. If you are seeing 40 
or 50 patients a day and are doing 20 surgeries 
a day, you can just imagine the issues with that. 
It’s quite scary to be honest.”

Dermatology associations are advocating 
for 12 hours, which would allow dermatology 
practices the time to prepare needed buff ered 
lidocaine syringes for the day without violating 
USP’s rule. 

“That way you’re not necessarily subject to 
the same regulations as you would be if you went 
beyond that time limit, which includes having 

to have specifi c gowning equipment, having a 
specifi c crash cart, installing an International 
Organization for Standardization (ISO) 5 hood 
in your clinic,” Dr. Desai says. 

The same regulation change would impact 
things like triamcinolone (Kenalog) injections 
that dermatologists administer to patients. 

“It also could aff ect things like reconstituting 
and diluting botulinum toxin,” Dr. Desai says. 
“This whole concept of compounding being 
under scrutiny is because USP and FDA are 
worried about the meningitis outbreak that hap-
pened in 2012 at the New England Compound-
ing Center and hasn’t happened since.”

Interestingly, Dr. Desai says there’s no truly 
standardized science behind any of the numbers 
being negotiated—whether it’s one hour or 12 
or 24.

Dermatologists should stay tuned and act 
on calls from AAD or ASDS associations when 
dermatologists are needed for advocacy eff orts, 
such as writing to USP or FDA, according to 
Dr. Desai. e

Consider DataDerm

Legislative changes to compounding
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M
aybe you remember a day when being popular 
was important. While the same kind of popu-
larity ranking doesn’t apply to your dermatology 
practice, what your peers in medicine think of 

you is important and can positively or negatively impact your 
bottom line.

To help you assess where you are — or aren’t — with refer-
rals, Glenn Morley, senior consultant in plastic surgery and 
dermatology at BSM Consulting, shares best practices. 

1. 
HAVE A PLAN

“Hoping today’s referrals will be tomorrow’s is not 
enough,” says Morley, who stresses the importance of a referral 
management plan that prioritizes patient and referrer retention 
as a key strategy. “There’s no time like the present to address 
this important business management component — especially 
if yours, like many practices, depends upon referrals for a sig-
nifi cant portion of your revenue.”

2. 
APPRECIATE TECHNOLOGY

“Twenty years ago, before widespread use of computers 
and technology, doctors rarely had formalized referral man-
agement plans,” she says. “Referrals were straightforward. You 
knew the doctor, you were convenient to their offi  ce and you 
were convenient to patients. Then a sea change occurred with 
the advent of technology for everyman, coupled with major 
changes in the healthcare environment.”

The impact has been both good and not so good, Morley 
says. 

“Practice consolidations have put pressure on some long-
time referring physicians to change referring habits,” she adds. 
“Demands on staff  and higher staff  turnover have sometimes 
created fractures in communications from referring practice to 

dermatology practice. It’s all caused referring physicians and 
physician groups to rethink their referral choices.”

Then there’s the  impact of negotiating third-party con-
tracts, says Morley. 

“Larger dermatology practices and healthcare systems real-
ize stronger negotiating power when contracting with payers, 
and these relationships also play a part in determining where 
patients are referred,” she says.

3. 
KNOW THAT PATIENTS TALK

“Today’s patient is not yesterday’s patient,” Morley 
says. “Because access to immediate messaging is literally at 
patients’ fi ngertips, it doesn’t take long for word of ‘mouse’ to 
get around.”

Practices have changed. Physicians and staff  feel pressure 
to see more patients in a short amount of time. As a result, 
patients can sometimes get caught in the middle and have a 
less-than-optimal experience, she says. 

“Feelings of dissatisfaction can be amplifi ed for patients 
who made an appointment with a dermatologist who was 
highly recommended by their own doctor,” she adds. “For 
those patients, long wait times or overtaxed staff  with abbre-
viated communication styles can feel like personal aff ronts, 
and their negative feedback can trickle back to the referring 
physician.” 

Keep tabs on patient satisfaction and get ahead of any issues 
in real time. Instill confi dence in the referring physician that 
they made the right choice in sharing your name, Morley says. 

4. ESTABLISH A FEEDBACK LOOP

“Research and self-examination are the cornerstones of 
improvement,” says Morley. “Feedback from patients or refer-
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Peer perspective 
of your practice is 
important to your 
practice health.

Patient satisfaction 
can affect referral 

relationships.

Investing in marketing 
materials can help to  

highlight and differen-
tiate your practice.

Quick TAKES

The importance of referrals: 
How are yours?
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“ Because access to immediate messaging 
is literally at patients’ fi ngertips, it doesn’t take long

for word of ‘mouse’ to get around.”
Glenn Morley, BSM Consulting, Boston
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E
ven though high-deductible health plans (HDHPs) 
are now ubiquitous, many physician practices still 
struggle to collect patient balances.

In fact, 83% of physician practices with fewer 
than fi ve practitioners cited slow payment of HDHP patients 
as their top collection challenge, according to the Black Book 
2017 Revenue Cycle Management Survey. Their second big-
gest challenge, according to 81% of respondents: communicat-
ing patient payment accountability.

That’s a problem, considering that patient fi nancial respon-
sibility now accounts for one-third of healthcare organiza-
tions’ revenue, according to various estimates. Therefore, 
patient collections should be an area targeted for continuous 
improvement.

Key areas of focus include fi nancial policies and proce-
dures, employee training and patient engagement and com-
munication, says Reed Tinsley, CPA, a consultant specializ-
ing in healthcare accounting. “Nine out of 10 patients couldn’t 
tell you what their copay or deductible is,” he says. “It’s incum-
bent upon the practice to educate the patient.”

Here are fi ve expert-recommended steps that can help prac-
tices rise to the challenge.

DRAFT FINANCIAL POLICIES

A clear and reasonable fi nancial policy is the fi rst step in set-
ting expectations with patients about their payment responsi-
bilities. At Coastal Medical of Rhode Island, for example, new 
patients receive a copy of the practice’s fi nancial policy as part 
of a welcome packet, says Marilyn Boichat, the group’s direc-
tor of practice management. “When the patient checks into the 
offi  ce for the fi rst time, we have them sign that they read and 
understand it,” she says. Patients who indicate they need fur-
ther clarifi cation are invited to come into the offi  ce and dis-
cuss the policy with the practice manager privately, she adds.

In general, the policy explains what patients are expected 
to bring to every visit, such as their insurance card and iden-
tifi cation; that it’s their responsibility to contact their health 
plan about specifi c coverage questions; and that payment is 
due at the time of service unless alternate arrangements, such 
as a payment plan, have been made.

Coastal also off ers a prompt payment discount for patients 
who choose not to use health insurance, she says. The dis-

counted fee cannot go below the Medicare allowable and is 
due at the time of service. “For patients who have a hardship 
[out of their control], such as losing their job and their health 
insurance, we will discount the visit [further], and the patient 
is off ered a payment plan to pay when they can aff ord to,” Boi-
chat says.

In addition to having patients sign off  on fi nancial policies 
and posting them on the practice website, practices should 
consider placing hard copies of the policy in their reception 
area, says Ken Hertz, FACMPE, a principal consultant with 
the Medical Group Management Association (MGMA). “Par-
ticularly at the beginning of the year, when deductibles reset, 
it’s a good idea to make this information available for patients 
to review while they’re waiting to see the doctor,” he says.

OFFER ONGOING STAFF TRAINING

Inevitably, practice employees will encounter patients who are 
unclear about various insurance terminology, such as the dis-
tinctions among deductibles, coinsurance and copayments, 
and how that translates to their out-of-pocket expense.

“If you want to collect the money that’s owed to you, you 
have to be willing to invest some time in making sure staff  are 
trained to help, as a way of showing patients you care about 
them,” Hertz says.

It may not be feasible for employees to keep track of the 
nuances of all the various health plans patients carry, but they 
can and should advise patients on what questions to ask when 
they call insurers themselves.

“In other words, employees aren’t going to interpret 
patients’ policies, but they can explain terminology and pro-
vide guidance for reaching out to the payer,” he says. For exam-
ple, employees could instruct patients to ask what their deduct-
ible is, how much of it they’ve paid for the current year, and to 
what services it applies.

At the very least, billers should be well-versed in under-
standing the ins and outs of insurance policies in general and 
common issues that can arise with payers, so that they can 
serve as a source of expertise for staff  at the front desk, Hertz 
says. Ideally, front desk staff  are trained to fi eld these frequent 
questions or common scenarios.

For example, most health plans will cover one physical 
per calendar year. “If patients want to have it early, perhaps 
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Practices continue 
to struggle to collect 

patient balances. 

Patient often don’t 
understand their 

high-deductible pay-
ment responsibilities. 

Developing policies 
and ongoing staff 
training can help 

with collection.

Quick TAKES

5 keys to collecting patient 
responsibility upfront



due to travel or another reason, our staff  know to 
have them call their insurance company and ask 
whether the visit will be covered,” Boichat says. 
“What we don’t want to do is book it [prema-
turely] and have the patient get a bill.”

For staff  to attain this competency, solid train-
ing is essential, experts agree. “It drives me crazy 
when practices hire new people and throw them 
into the fi re without anyone sitting with them for 
the fi rst few days,” Tinsley says.

Hertz adds, “You can’t assume anything. You 
have to train, train, train. Remember, it’s about 
building good relationships with our patients. The 
result is that they’re going to feel much more pos-
itive toward us, and it’s going to improve our cash 
fl ow.”

CONSIDER KEEPING CREDIT CARDS ON FILE

As HDHPs and other forms of consumer directed 
healthcare have grown in prevalence, so too have 
programs in which practices keep patients’ credit 
card information on fi le in a secure payment gate-
way that is PCI-DSS certifi ed. This allows prac-
tices to charge and be paid for patient balances as 
they are incurred.

In 2009, when HDHPs were ramping up and 
the economy was sliding into a recession, Bran-
don Betancourt, MBA, implemented a credit card 
on fi le (CCOF) program at the pediatric practice 
where he was administrator — and has recom-
mended it strongly ever since.

“The credit card policy states that all private 
paying patients must leave a credit card on fi le if 
they wish to be patients of our practice,” he wrote 
in a commentary for FierceHealthcare. “The prac-
tice would continue to send out claims to patients’ 
insurance company and bill patients for their por-
tion of the balance, per the insurance carrier’s 
explanation of benefi ts. However, if we are una-
ble to collect in full for our services after several 
attempts to collect, we reserve the right to process 
[payment on] the patient’s credit card.”

As an independent consultant, Betancourt now 
helps practices implement CCOF policies. When-

ever transitioning to any new policy, practices 
should be prepared with an explanation, he says. 
“You have to anticipate that some changes might 
be a bit contentious, and train staff  accordingly to 
make sure they can handle the issue.”

Beyond that, you must ensure that your prac-
tice is equipped with adequate cybersecurity to 
protect patients’ fi nancial information and that 
your policy complies with state laws and reg-
ulations, Hertz says. “Make sure that access to 
credit card information is very limited internally, 
and totally impossible externally. And notify the 
patient in advance of every draft being taken out 
or payment being made.”

Coastal Medical adopted a CCOF program last 
year after Boichat learned about it at a conference. 
She says that not only has it helped reduce bad 
debt, but also that patients have welcomed the con-
venience of not having to pay their bills manually.

Because insurance plans frequently change and 
credit cards expire, Boichat recommends making 
sure both are updated or verifi ed as current at least 
annually as part of the check-in process.

ADOPT HELPFUL TOOLS AND TECHNOLOGY

A few years prior, Coastal made a number of 
other changes intended to improve patient satis-
faction, which improved collections as well. For 
example, the practice added a kiosk to the waiting 
area so that people could check in on their own if 
there was a line at the front desk. “We really did 
it to improve the patient experience and our work 
fl ow process,” Boichat says. “What we didn’t real-
ize was that the kiosk was collecting a lot of old 
balances.”

When patients checked in using the kiosk, the 
computer would remind them of their balances 
and give them the option to make a partial pay-
ment, she says. Most patients ended up paying off  
those old balances in full, a pleasant surprise to 
Boichat. Using tablets for patients to input their 
own demographic and insurance information can 
achieve a similar result, Betancourt notes.

Other useful times to remind patients of their 

balances are when patients call to make appoint-
ments and in appointment reminder messages, 
whether they be via voice, text or email, she says. 
But perhaps the most powerful improvements 
have come with giving patients the ability to pay 
their bills online. This saves patients time from 
having to write a check and drop it in the mail. 
Plus, they can pay their bills from anywhere. “I’ve 
used the service myself and loved it,” Boichat says.

DON’T TIPTOE AROUND THE MONEY CON-

VERSATIONS

Finally, the cornerstone to making all fi nancial 
policies and procedures eff ective is clear, up-front 
communication with patients.

“There’s always been the soft approach, 
which is the sign in the doctor’s offi  ce that says 
that copays are due at the time of service,” Tins-
ley says. In the age of increasing patient responsi-
bility, he recommends upfront verbal communica-
tion. “Patients should know their fi nancial respon-
sibility before they even get in the car [to go to the 
practice],” he says. “With reimbursement contin-
ually going downhill, practices have to treat their 
offi  ce like a business, which it is.”

Practices shouldn’t feel the need to apologize 
for collecting patient balances, Betancourt says. 
“No margin, no mission.”

GOODBYE, SIMPLE COPAY COLLECTION

Patients’ annual financial liability continues to 
rise. According to the 2018 Kaiser Family Founda-
tion Health Benefi ts Survey, family premiums for 
employer-sponsored health insurance plans rose 
5% from 2017 to 2018, with employees contrib-
uting an average of $5,547 toward a $19,616 pre-
mium. Meanwhile, annual premiums for individ-
ual coverage increased 3%, with workers paying 
an average of $1,186 toward a $6,896 premium.

According to the same survey, 85% of covered 
employees have a deductible in their plan, which 
averaged $1,573 for single plans, while 26% of all 
covered workers carry a deductible of $2,000 or 
more. e
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“ If you want to collect the money that is owed to you, 
you have to be...sure staff are trained to help...[to show] 

patients you care about them.”
Ken Hertz, Medical Group Management Association
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A
popular cruise line’s current slogan encourages all 
of us to “Choose fun.” That mantra is especially 
helpful when thinking about work, in this case, 
your dermatology practice. We’re not talking about 

closing up practice and heading to Disney World. But the der-
matology offi  ce shouldn’t be a negative experience.  When it 
is, your patients experience it too.

When author and keynote speaker Liz Jazwiec was vice 
president of nursing for an emergency department in a Chi-
cago hospital located in a less-than-desirable neighborhood, 
the hospital’s new CEO told the staff , “There’s no reason why 
customer service here can’t be just like it is at Disney World.” 
Jazwiec and her colleagues rolled their eyes, but she admits, 
that’s when she really thought about the connection between 
customer satisfaction and job satisfaction. Now Jazwiec is an 
expert in leadership, engagement and service excellence.

She’s never stopped thinking about this during her 30 years 
in healthcare. Practicing medicine can be a tough job, but posi-
tive workplaces can help improve patient care, practice effi  cien-
cies and help reduce employee turnover. 

Conversely, negativity will drain energy and prevent staff  
from doing their jobs eff ectively, she says. This lowers over-
all productivity. 

WHAT YOU PERMIT, YOU PROMOTE

Borrowing from her fi rst book, “Eat That Cookie!”, Jazwiec 
recalls being hired to help a large maternal child organization 
reduce negativity. 

“Every Tuesday every department on every shift received 
a big plate of yellow cookies with smiley faces,” she says. “Yes, 
it’s hokey, and it insulted some professionals who thought, ‘I 
can’t be bought with a cookie, and that’s not going to make all 
the problems go away.’

“Truth is, cookies are not a problem, but negative peo-
ple who see bad in everything, like someone bringing in smi-
ley-faced bookies, are the problem,” she says. 

A person thinks we appreciate their behavior and that it’s 
appropriate when an employee says, ‘It’s been an awful day,’ 
or ‘I can’t wait to get out of here,’ or ‘This place is crazy,’ as he 
throws a pen down, and you respond, ‘That’s the truth!’ 

“As coworkers and leaders, we must stop supporting neg-
ative people,” she says. “We have to save our support for peo-
ple who are positive.”

We should want to look a person squarely in the eye and 
say, nicely, ‘Just eat the cookie.’

SHIFT FOCUS

Most people spend nearly 90% of their time focused on what 
happened negatively during their day, she says. 

“Let’s start looking at what went right or went really well 
and that caused us to have pride and restore our pride. That 
also reduces negativity.”

With so many changes occurring in healthcare, people 
working in the fi eld no longer feel so heroic, Jazwiec says. Most 
people really do take pride in what they do, and it’s good to be 
proud of your job. When that happens, you’re more likely to 
say, ‘Hey, that was a good day!’

Notice the hero that exists in you and others, Jazwiec says. 
These positive occurrences may be obvious but may not always 
be recognized.

“Maybe it was reducing someone’s anxiety by sitting with 
them and comforting them. Maybe it was making someone 
smile and laugh. Maybe you helped a coworker or they helped 
you — being proud of your coworkers also drives negativity 
out of the workplace,” she says. 

What seems like a small thing can really matter, and your 
acknowledgement doesn’t always have to be in full view of 
everyone; it can be just as important.

You and your co-workers may not be able to change the 
job, but you can change the way you feel about the job, Jazwiec 
says. And that ultimately will change — for the better — the 
way you do the job. e
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Positive workplaces improve staff and patient experiences

STEPHANIE STEPHENS | Staff  Correspondent

When a practice 
becomes negative, 
patients experience 

it that way, too.

Positive workplac-
es can help improve 

patient care and 
practice effi ciencies.

Acknowledge 
positive actions that 
make a difference, 

no matter how small.

Quick TAKES

Another day in paradise

“ As coworkers and leaders, we must stop supporting negative 
people … save our support for people who are positive.”
Liz Jazwiec, leadership expert and author of “Eat that Cookie!”, Chicago
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able, numerous specialties expressed concern with the pro-
posal as initially outlined,” Dr. MacCormack says. 

The AMA has been working diligently on an alternative 
option, which was presented at the April RUC meeting, she says. 
The AMA proposal was passed, and it now travels to CMS for 
consideration. 

“CMS could chose to adopt it, modify it or ignore it,” she says.  
“It is possible that information regarding CMS’s intentions will be 
included within the next  (2020) Medicare Physician Fee Schedule 
Proposed Rule to be published later this summer.”

DILIGENCE AND CLARITY

While the future of E/M billing and documentation requirements 
may be unclear, CMS and other payers consistently pay attention 
to appropriate use of modifi ers such as 25 and 59 — how they’re 
being used, reimbursed and whether instances of overpayment 
exist, Dr. MacCormack says. 

“That being said, the AAD has spent a lot of time on coding 
education, dermatologists are interested in staying up-to-date on 
coding issues and I think instances of miscoding are the excep-
tion, not the norm,” she says.

Practitioners already know modifi er 25 is a signifi cant, sepa-
rately identifi able E/M service by the same physician on the same 
day of the procedure or other service, and that it can’t be attached 
to a procedure code. The challenge is to determine what defi nes 
that, Dr. MacCormack says. 

“Both payers and CMS worry that the modifi er is sometimes 
used to obtain payment for work that should be considered part 
of the procedure code,” she says. “Remember that for minor pro-
cedures, or those with 0- and 10-day global periods, the evalua-
tion of the lesion to be treated, as well as an eff ort spent making 
the decision to perform a procedure is included within the pro-
cedure payment. This work cannot be billed for separately using 
modifi er 25.”

ETHICS AND DOCUMENTATION

Maybe you worry about “Big Brother” looking over your shoul-
der. If you’re practicing ethically, and correctly documenting your 
work, don’t worry, she says. 

“Even if you are an outlier in how frequently you use modifi er 
25, if you use it correctly, there is no need to change your prac-
tice,” she adds. “The same holds true for being an outlier in other 
ways, such as level of offi  ce visits charged. As long as you are pro-
viding appropriate, medically-necessary care — you should bill 
for what you are doing.”

Approximately 60% of E/M services performed by dermatolo-
gists are submitted with modifi er 25 attached, compared to about 
25% “for the rest of medicine.”

“This attracts attention and also means that changes in mod-
ifi er 25 payment policy aff ect dermatology more than other spe-
cialties,” she says. 

Remember that payers want to reduce healthcare spending, 
so expect “to see continued attention focused on modifier 25 
usage, along with modifi er 25 payment policies that are poorly 
constructed, not grounded in reality, and that may lead to unin-
tended consequences,” Dr. MacCormack says.

“Private insurers are very concerned that if the spending curve 
doesn’t shift, they could be made irrelevant by new, disruptive 
healthcare delivery systems,” she says.

STAY CURRENT 

Change is inevitable and changes in biopsy coding remain a fre-
quent topic of discussion, says Dr. Alam, professor and vice-chair 
of dermatology at Northwestern University and an advisor to the 

American Medical Association (AMA) cur-
rent procedural terminology (CPT) panel.

Most important to most dermatologists, 
skin biopsy coding changed this year from 
one primary code 11100 and one additional 
+11101, to three primary codes and three 
additional codes, with primary being shave 

(tangential) 11102, punch 11104 or incisional 11106, with the 
add-ons coded as +11103, +11105 and +11107. 

“Importantly, if several biopsies of different types are 
obtained from the same patient at the same visit, only one pri-
mary code can be used, and the remaining biopsies of all types 
are designated by add-on codes,” he says. “This is a devia-
tion from standard CPT practice and important to remember.”

Coding for photodynamic therapy (PDT), for treatment of pre-
cancerous lesions using a topical chemical sensitizer followed by 
exposure to light, changed last year and has become slightly more 
complex, says Dr. Alam. The older PDT code, 96567, still exists, 
and should be used when there is no physician involvement in 
treatment delivery. 

However, if the physician applies the photosensitizer and turns 
on the light, then 96573 is the appropriate code, he says. If the 
physician, in addition to their role in 96573, also pretreats hyper-
trophic lesions with curettage or dermabrasion, then 96574 should 
be used instead.

“The PDT codes especially needed to be changed, because 
when they were fi rst approved, they were put through in a hur-
ried fashion,” Dr. Alam says. “Physician work time was not 
incorporated, and as a consequence, the code valuation was 
much lower than it should have been in many cases. In some 
cases, it was not accurate to say staff  was doing this because 
the physician was frequently involved in assessing and apply-
ing the chemical. Now the original code is still there, but there’s 
a new code for physician involvement that provides more fair 
compensation.”

Dr. Alam says that in 2018, two new sets of laser codes were 
introduced. These include 0479T and +0480T, which are for frac-
tional ablative laser fenestration of burn and traumatic scars for 
functional improvement.  

“Wounded warriors, burn victims and others with con-
tracted scars that restrict motion and impair the activities of daily 
living can benefi t from the treatments described by these codes,” 
he says. “The other new code set, 0491T and +0492T, is for 
ablative laser treatment of open wounds intended to speed and 
improve healing. In both cases, coding is by surface area treated, 
with the add-on code used when larger areas are involved. So 
far, both these code sets are Category III codes and, therefore, 
are not formally valued by the RUC and not necessarily paid by 
CMS and most private insurers. Since insurers can choose to pay 
for these codes at levels they deem appropriate, these are called 
‘carrier-priced’ codes.”

“A Category III code is an emerging technology code, meaning 
there’s a new procedure coming out, with not much evidence in 
support of it, and not that many people doing that procedure yet,” 
he says. “When data becomes available that confi rms more wide-
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Look for changes 
in evaluation and 

management 
services (E/M) 

documentation 
and payment 

methods 
within the next 

two years.

Dermatologists are 
most likely to be 
confronted by a 

RAC audit.

If you’re practicing 
ethically and 

coding correctly, 
you have nothing to 

fear if you are 
audited.

Quick TAKES

Dr. Alam



spread usage, the Category III might be reclassifi ed as 
Category I, or the type of code that is valued by RUC 
and generally paid for by CMS and other insurers.” 

The process of converting a Category III code 
to a Category I code includes obtaining Level 1 
data, usually a randomized controlled trial to 
show it works, and developing clinical guidelines 
to show how a procedure should be done. 

“Finally, there has to be widespread use of a 
code, which doesn’t mean two people doing it 
hundreds of times each, but perhaps hundreds of 
people doing it twice a year,” he says.

He reminds dermatologists that Category III 
codes exist for fi ve years and within that time, they 
have to be made a Category I code or be replaced 
with another Category III code, “which some-
times happens.” 

EQUITABLE SYSTEMS

Although the coding process may seem confusing, on 
the surface it’s pretty simple, Dr. Alam says. 

“Anyone who perceives a code is really important 
to their business can submit a code change proposal 
to modify an existing code or propose a new code,” 
he says. “They may choose to hire a consultant and 
initiate a code with or without much input from the 
relevant specialty society — but they should be aware 
that the society is there to help them understand the 
process and to off er useful advice.

“There is a common misperception among our 
corporate colleagues that getting a new code is like 
winning the lottery, but if the code is not properly 
designed and worded, it can do more harm than 
good and actually restrict access by allocating insuffi  -
cient resources for treatment delivery,” Dr. Alam says. 
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DON’T FEAR AN AUDIT

“And sometimes a new device or procedure can be 
accommodated successfully within the existing cod-
ing framework.”

Underneath it all, Dr. Alam and other advisors 
say they really want to do the right thing for every-
one involved. “We work to come up with a scenario 
in which dermatology codes are well-described, phy-
sicians are compensated fairly and patients can have 
access to necessary treatments,” he says. e

References
1.  American Academy of Dermatology, C021 - Coding and Documentation, Mollie 

MacCormack, M.D., “Appropriate Use of Modifi ers,” March 4, 11:05 a.m.

2.  Also F103 – Documentation and Coding: Getting Paid and Passing Audits. Mol-
lie McCormack, M.D., “Modifi ed Risk - Scrutiny and Proper Use of Modifi er 25 and 
59,” March 3, 3:30 p.m. along with Murad Alam, M.D., “Staying out of Hot Water: 
Surgical Coding, Documentation, and Tips,” March 3, 4:00 p.m.

69

By MOLLIE MACCORMACK, M.D.

AUDITS CAN BE AN UNFORTUNATE reality of practic-

ing medicine. The good news is that as long as you are 

practicing and coding correctly, you have nothing to 

fear should you be audited. There are four main types 

of audits:

1.Medicare Administrative Contractor (MAC) Audits 

– These are intended to target improper payments 

and vulnerabilities. MACs are allowed to perform med-

ical reviews for all claims and can do so by issuing an 

additional documentation request (ADR).

2.Comprehensive Error Rate Testing (CERT) Con-

tractors - Statistically analyze claims and estab-

lish rates and estimates of improper payments made 

by MACs. Such data review may take place with or 

without an ADR.

3.Recovery Audit Contractors (RAC) – Designed 

to assess for medical necessity as well as to cor-

rect improper payments that have already been made.

4. Zone Program Integrity Contractor (ZPIC) 

Audits - These are the most intimidating as they 

are designed to identify and stop potential fraud and 

abuse. Cases can be referred to the Department of 

Health and Human Services Offi ce of Inspector Gen-

eral Offi ce of Investigations.

Dermatologists are most likely to be confronted by a 

RAC audit. RACs are paid on a contingency fee basis, 

meaning that they collect a percentage of the improp-

er payment they fi nd or collect. There are currently four 

Recovery Audit Contractors covering different geograph-

ic regions of the United States (A 5th RAC deals with Hos-

pice and Home Health Services). 

Each RAC designs its own claims analysis system 

based on Medicare rules and regulations, coding/

billing practices and clinical standards of care. If a 

provider is identified as possibly engaging in con-

cerning practices, records can be requested with the 

number of charts allowed varying based on practice 

size. Reviews can be fully automated, semi-automat-

ed, or complex (performed by a human with medi-

cal records required).

If a RAC audit detects an overpayment a letter request-

ing repayment is sent. If payment is not made within 30 

calendar days interest begins to accrue. If the fi rst let-

ter is ignored, a second is sent. Forty-one days after the 

fi rst letter is sent recoupment, recovering payment from 

current or future claims can begin. If the case is still out-

standing at 120 days it may be referred to the Depart-

ment of Treasury.

RAC fi ndings can be appealed through rebuttal or 

redetermination. Once notifi ed, you have 30 days to 

provide additional documentation to the RAC before 

the claim is sent to the MAC for adjustment. If that effort 

is unsuccessful you can fi le a formal appeal in writing. 

There are fi ve levels of appeal with the fi nal being judi-

cial review in a US District Court.

In October 2018, CMS introduced the Targeted Probe 

and Educate (TPE) program targeted towards those 

with high denial rates of uncommon billing practices. 

If selected, the regional MAC will review 20-40 claims 

and supporting medical records. If you are complaint, 

you are granted a one-year reprieve, if some claims are 

denied, you are invited to a one-on-one education ses-

sion. Anyone not improving after three rounds of review 

and education (most improve after a single session) is 

referred to CMS.

TIPS TO MINIMIZE AUDIT STRESS

Clearly, being audited is an unpleasant experience. 

Here are a few tips to help you avoid the situation entire-

ly or minimize stress should you be selected for an audit.

 Have a billing compliance plan and stay abreast of 

changes in coding/documentation requirements.

 Document clearly and correctly. Notes should be leg-

ible, signed and dated. Data used to determine level 

of service (including Review of Systems) must be per-

tinent to the issue being addressed. Modifi ers must 

be used correctly, with particular attention paid to 

modifi ers 24, 25 and 59. Data related to a procedure 

being performed during the same encounter can-

not be used to increase the level of service (LOS) of 

the offi ce visit.

 Ensure that all services provided and billed are med-

ically necessary.

 Always use the correct code to describe the work 

being done.

 If you are billing based on time, document not only 

total time, but also how much time was spent in face-

to-face counseling and a summation of the coun-

seling discussion.

 Do not ignore the audit notice or delay responding.

 Answer any audit requests thoroughly and docu-

ment each communication. e

“ Even if you are an outlier ... if you use [modifi er 25] 
correctly, there is no need to change your practice.”

Molly MacCormack, M.D., AMA-Specialty Society Relative Value Update Committee, Nashua, New Hampshire 
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ring practices may lead to changes in how you 
communicate and present yourself, as well as in 
how you follow up. Establishing a healthy feed-
back loop should be a part of any referral manage-
ment plan.”

Research also means asking questions of refer-
ring practices around you. 

“Survey physicians that refer to you or make 
time for a brief in-person visit,” she says. “Sched-
ule a staff  lunch or visit the practice. Conduct short 
key physician and staff  ‘interviews’ to ask, ‘What 
can we do to enhance the experience for you, your 
staff  and the patients you refer? If it’s within our 
sphere of control, we want to do it.’ That demon-
strates commitment and caring.”

5. DO THE MATH

“Determine what percentage of your total 
revenue is referral-based,” says Morley. 

 What does that look like on a per-provider or 
per-referring practice basis? 
 Are referrals increasing or decreasing? 
 What is the trajectory for that revenue? 
 If that revenue disappeared, would the practice 
still be OK? 
If the last answer is “no,” you need to develop 

some solid plans, she says.

6. UNDERSTAND WHAT’S HAPPENING

Complacency is not an option in a dynamic 
healthcare environment. 

“Practice owners and boards have a fiduci-
ary responsibility to identify threats to the fi scal 
health of their organization,” Morley says. “Like a 
game of chess, consider your position and options 
for several diff erent moves based on any external 
threats. Annual strategic planning should include 
understanding the climate around you and ways 
your practice may be impacted.”

7. 
APPOINT CHIEFS

Practices can realize enormous success when 
leadership invests in referral management and 
development eff ort, says Morley. 

“It creates intention and accountability and 
also helps stimulate buy-in and involvement from 

other employees,” she says. “For any plan to suc-
ceed there must be ownership and accountability. 
Think carefully about who should own referral 
development, and what that might look like from 
performance metric standpoint. Accountability is 
everything.”

Internal medicine and PCPs are natural referral 
groups but also consider marketing to other spe-
cialties or disciplines. Think “out of the box.”

Morley adds that at a recent ADAM meeting in 
Washington, an attendee in a referral development 
course said they’d reached out to naturopaths and 
had begun to quickly accrue referrals. 

“Still another has begun marketing to inde-
pendent medical spas and massage therapy 
groups,” she says.

8. SPREAD THE WORD

“Invest in marketing materials that high-
light and differentiate your practice brand and 
tell a story about your amazing team culture and 
why patients come to you,” Morley says. “If your 
patient satisfaction rate is high, share that met-
ric too. Your marketing should diff erentiate your 
brand and send a clear message about what you do 
best and most often.” 

Finally, ensure critical referral revenue streams 
fl ow in an unrestricted way, no matter what changes 
transpire inside or outside your practice, she says. 

“Solid research, thoughtful planning, appropri-
ate resource allocation, good communication and 
clear accountability provide a pathway to a referral 
management plan that is strong and sustainable.” e

} Patient satisfaction helps instill confi dence in referring physician FROM PAGE 62

“ Internal medicine and PCPs are natural referral groups 
but also consider marketing to other specialties 

or disciplines. Think ‘out of the box.’”
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A STRONG REFERRAL NETWORK 
EQUALS PRACTICE SUCCESS
Many dermatology practices depend on referrals 
for a signifi cant portion of annual revenue, and those 
most successful have a sustainable plan in place.
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We Buy Practices

• Retiring
• Monetization of your practice
• Locking in your value now
• Succession planning
• Sell all or part of your practice

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

email dermatologist@mydermgroup.com

OTC PRODUCTS

PRACTICE WANTED

PRACTICE FOR SALE

NATIONAL

CAREERS

NATIONAL

CONNECTICUT

MASSACHUSETTS

MISSISSIPPI

CALIFORNIA

MOHS SURGEON
MULTIPLE PART TIME OPPORTUNITIES

Enfield, CT 2-3 days/mo

Groton, CT 1-2 days/mo

Sanford,NC 2-3 days/mo

White Plains, MD 6-7 days/mo

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

COLORADO

DISTRICT OF COLUMBIA

MARYLAND

MASSACHUSETTS

NEVADA

NEW JERSEY

Advertise Now

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

WHITE PLAINS, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

CHEVY CHASE, MARYLAND

Partnership available. Established practice. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

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

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

or dermatologist@mydermgroup.com

WASHINGTON, DC
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

WORCESTER, MASSACHUSETTS
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

GREENVILLE, MISSISSIPPI
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

BOSTON, MASSACHUSETTS
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

SONOMA, CALIFORNIA
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

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

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

or dermatologist@mydermgroup.com

RENO, NEVADA
Associate Opportunity 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

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

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

BRIDGEPORT, CONNECTICUT
Associate Opportunity 

Contact Karey, (866) 488-4100 or 

dermatologist@mydermgroup.com

SAN DIEGO PRACTICE
General dermatologist is moving to San Diego 

and seeking a well-established, successful 

Derm practice for sale. Please contact 

by email: derm1966@yahoo.com or 

call 626-202-7599.

Repeating an ad 

ENSURES it will be 

seen and remembered!
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NEW JERSEY

Part time dermatology practice 
Jersey Shore area for sale.

Call (908) 309-9275 or 

email: Pklenderm@gmail.com
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CAREERS

VIRGINIA

VERMONT

BURLINGTON, VERMONT 
Partnership available. Established practice. 

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

NORFOLK, VIRGINIA 
Great opportunity for FT/PT dermatologist.  

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

RESTON, VIRGINIA 
Great opportunity for FT dermatologist.  

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

FAIRFAX, VIRGINIA 
Great opportunity for FT dermatologist.  

Contact Karey, (866) 488-4100 or  
dermatologist@mydermgroup.com
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DERMASET RELEASES ANTI-AGING 
EYE SERUM 
DermaSet Skincare launched their new DERMA-

SET PREMIUM EYE SERUM last month after two 

years of development.

The product features a 3D rollerball applicator that 

massages the skin around the eye while 

applying the serum. The formula includes 

kinetin, pentapeptide-18, arnica extract, 

acetyl hexapeptide-8, acetyl octapep-

tide-3, hyaluronic acid and hordeum distichon (known as barley 

extract). The serum decreases redness, puffi ness and wrinkles 

around the eye, according to the company.

FOR MORE INFORMATION: dermasetskincare.com

DEFENAGE LAUNCHES MEN’S SKINCARE LINE 
Progenitor Biologics, LLC, announced a new addition to the 

DefenAge Skincare product line, MEN’S KIT. The products con-

tain DefenAge’s proprietary Age-Repair Defensins, which repro-

gram the skin and promote younger looking skin by minimiz-

ing pores and wrinkles, and improving brightness, evenness, oili-

ness, tone, texture and hydration. 

The kit includes a facial cleanser, cream and serum, as well 

as an exfoliating mask. It also comes with a hemp sports towel 

and a black leather toiletry bag. The towel is anti-microbial and 

meant to be used to wipe sweat during workouts. 

“In clinical studies, male participants…saw dramatic improve-

ment in their facial and neck skin that appeared younger…,” 

says Gregory Keller, M.D., the principal investigator in the initial 

clinical studies of DefenAge.

FOR MORE INFORMATION: defenage.com

CBD SALVE CALMS 
IRRITATED SKIN
Life Elements’ CBD & HONEY 

SKIN REPAIR product is 

designed to nourish and 

repair dry skin. According to 

the company, the balm can 

be used on blisters, rashes, 

burns, cracked skin, eczema 

and rosacea, and also has 

anti-aging properties.

The chemical-free formu-

la comes in .50 oz (25 mg full 

spectrum CBD) and 2 oz (100 

mg full spectrum CBD) tubes. 

It can be used twice daily 

as a moisturizer or it can be 

applied directly to dry areas.

FOR MORE INFORMATION: lifeelements.com
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NUTRACEUTICAL FOR WOMEN INCREASES HAIR 
GROWTH
Nutrafol’s physician-formulated CORE FOR WOMEN promotes 

hair health and growth by targeting the underlying causes of 

hair loss, including stress, compromised nutrition, hormonal 

changes and more.

The product is drug free and includes botanical ingredients, 

such as hydrolyzed marine collagen, Sensoril Ashwagandha, 

EVNolMax (Tocotrienols), BCM-95 Biocurcumin and USPlus Saw 

Palmetto – all of which make up the company’s patented Syner-

gen Complex. The formula also includes biotin, cayenne pep-

per extract, horsetail herb extract and other botanicals that pro-

mote hair health, says the company.

A six-month, randomized, double-blind, placebo-controlled 

study published in May 2018 in the Journal of Drugs in Derma-

tology found that the nutraceutical safely 

and effectively promoted hair growth in 

women with self-perceived hair thin-

ning by addressing micro-infl amma-

tion, stress and oxidative damage.

FOR MORE INFORMATION: nutrafol.com

http://www.copyright.com
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https://www.ammonline.org/
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ingredient guidance

S K I N  P R O T E C T A N T  A C T I V E  I N G R E D I E N T S 2

THE ACTIVE INGREDIENTS 

of the product consist 

of any of the following, 

within the concentra-

tion specifi ed:

Allantoin, 
0.5% to 2%.

Calamine, 
1% to 25%.

Cocoa butter, 
50% to 100%.

MINERAL OIL, 50% to 100%; Mineral oil, 30% to 35 % in com-

bination with colloidal oatmeal, provided the labeling 

states “temporarily protects and helps relieve minor skin 

irritation and itching due to: [select one or more of the 

following: ‘rashes’ or ‘eczema’].” [If both conditions are 

used, each is preceded by a bullet.]

Petrolatum, 30% to 100%.

Sodium bicarbonate.

Topical starch, 10% to 98%.

White petrolatum, 30% to 100%.

Zinc acetate, 0.1% to 2%.

Zinc carbonate, 0.2% to 2%.

Zinc oxide, 1% to 25%.

COLLOIDAL OATMEAL, 0.007% minimum; Col-

loidal oatmeal, 0.003% minimum in com-

bination with mineral oil 30% to 35%, pro-

vided the labeling states “temporarily pro-

tects and helps relieve minor skin irritation 

and itching due to: [select one or more 

of the following: ‘rashes’ or ‘eczema’].” 

[If both conditions are used, each is pre-

ceded by a bullet.]

Dimethicone, 1% to 30%.

Glycerin, 20% to 45%.

Kaolin, 4% to 20%.

Lanolin, 12.5% to 50%.

Title 21 of the Code of Federal Regulations provides scope, defi nition and 

regulatory guidance around Food and Drugs. Regulations included in Chapter I 

provide guidance on the use of ingredients in various over-the-counter products. 

Of particular interest to dermatologists are the acne ingredients and the skin 

protectant ingredients. Below is a list of active ingredients allowable in specifi ed 

concentrations and combinations.

A C T I V E  A C N E  D R U G  I N G R E D I E N T S 1

THE ACTIVE INGREDIENT of the product consists of any of the following:

Benzoyl peroxide, 2.5% to 10%.

Resorcinol, 2%, when combined with sulfur 3% to 8%.

Resorcinol monoacetate, 3%, when combined with sulfur 3% to 8%.

Salicylic acid, 0.5% to 2%.

Sulfur, 3% to 10%.

Sulfur, 3% to 8%, when combined with resorcinol 2% or resorcinol monoacetate 3%.

DermatologyTimes®

SOURCES: 

1.  Code of Federal Regulations, Part 333: Topical Antimicrobial Drug Products for Over-the-Counter 
Human Use. Subpart D: Topical Acne Drug Products. U.S. Food & Drug Administration eCFR web-
site https://www.ecfr.gov/cgi-bin/text-idx?SID=508e903d6cc10d798bd454249641b8dc&m
c=true&node=pt21.5.333&rgn=div5#sp21.5.333.d. Updated May 14, 2019.

2.  Code of Federal Regulations, Part 347: Skin Protectant Drug Products for Over-the-Counter 
Human Use. Subpart B: Active Ingredients. U.S. Food & Drug Administration eCFR website 
https://www.ecfr.gov/cgi-bin/text-idx?SID=508e903d6cc10d798bd454249641b8dc&m
c=true&node=pt21.5.347&rgn=div5#se21.5.347_110 Updated May 14, 2019.
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A paradigm shift in 
the treatment of acne
by Lisette Hilton | Staff Correspondent

These changes impact how 

dermatologists treat acne in 

adolescence through adult-

hood and include patients with 

mild-to-severe acne vulgaris, 

according to Valerie D. Callender, 

M.D., professor of dermatology 

at Howard University College of 

Medicine, Washington, DC.

In the past, dermatologists thought acne’s initial 

pathophysiology involved abnormal desquamation 

of the keratinocytes that line the sebaceous follicle. 

That, they thought, triggered hyperkeratinization 

and comedogenesis, according to Dr. Callender, 

who presented “Acne through the Ages,” at the 

Generational Dermatology Palm Springs Sympo-

sium this past March.

“We all knew that increasing circulating andro-

gens in puberty and increasing sebum production 

was followed by P. acnes (now called Cutibacterium 

acnes or C. acnes). The inflammation came later,” she 

says. “Now we know that’s not true. The inflamma-

tory response occurs initially during that hyperke-

ratinization and at every stage in the development 

of acne.”

Researchers started the conversation that inflam-

mation was part of acne lesion initiation in a paper 

published in the Journal of Investigative Derma-

R
esearchers have gained a new perspec-

tive on the role of inflammation in acne, 

which has resulted in changes in recom-

mended approaches to acne treatment and patient 

management.

tology (JID) in 2003.1 Kircick LH addressed this 

“paradigm shift” in acne in 2016 in a paper in the 

Journal of Drugs in Dermatology (JDD).2

As a result, dermatologists’ approach to acne 

treatment has changed, according to Dr. Callender. 

Dermatologists, she says, should target inflamma-

tion and hyperkeratinization early on with topical 

retinoid therapy.

GUIDELINES OF CARE
The recommendation is for dermatologists to 

start topical retinoids as a first-line therapy when 

managing teens and adults with mild, moderate and 

severe acne, according to Guidelines of Care for the 

Management of Acne Vulgaris, published May 2016 

in the Journal of the American Academy of Derma-

tology (JAAD).3

“By doing that and attacking the hyperkeratiniza-

tion, you’re going to have less inflammation and less 

sequelae, particularly in patients with skin of color 

who commonly get post-inflammatory hyperpig-

mentation,” Dr. Callender says.

As for other topicals, dermatologists should 

consider using benzoyl peroxide or combinations 

with erythromycin or clindamycin to treat acne, 

says Dr. Callender. The guidelines recommend 

these as monotherapy for mild acne, or in conjunc-

tion with a topical retinoid or systemic antibiotic 

therapy for moderate to severe acne.

Topical antibiotics, including erythromycin and 

clindamycin, are effective acne treatments but 

dermatologists are using topical antibiotics less, 

especially as monotherapy, because of the risk of 

bacterial resistance, she says.

“Topical dapsone 5% or 7.5% gel is recommended for 

inflammatory acne, particularly in adult females with 

acne. There is limited evidence to support recommen-

Dr. Callender
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dations for sulfur, nicotinamide, resorcinol, sodium 

sulfacetamide, aluminum chloride and zinc in the 

treatment of acne,” according to Dr. Callender.

UPDATES IN ANTIBIOTICS FOR ACNE
Oral antibiotics, particularly in patients with 

moderate-to-severe acne and inflammatory acne that 

is resistant to topical treatments, remain important for 

acne treatment. But because of antibiotic resistance 

concerns, the guidelines recommend dermatologists 

have acne patients on and off oral antibiotics in three 

months’ time.

“In the past, dermatologists would prescribe tetra-

cycline for several years,” Dr. Callender says. “We 

know that’s no longer the case.”

When treating acne with oral antibiotics, derma-

tologists should keep in mind that doxycycline and 

minocycline are similar in their effect and are more 

effective than tetracycline for treating acne. Derma-

tologists should restrict use of erythromycin due to the 

increased risk of bacterial resistance, according to Dr. 

Callender.

“Use of systemic antibiotics, other than the tetracy-

clines and macrolides, is discouraged because there 

are limited data for their use in acne,” according to Dr. 

Callender.

There is another antibiotic option for acne patients 

according to recent research. Sarecycline, a novel 

narrow spectrum antibiotic, is available for the treat-

ment of moderate-to-severe acne. Researchers report 

in a phase 3 study published September 1, 2018, in JDD 

that once-daily oral sarecycline 1.5 mg/kg given for 12 

weeks is effective, well tolerated and appears to be safe 

for moderate-to-severe acne vulgaris.4

Dermatologists’ decreasing reliance on oral anti-

biotics as a long-term treatment strategy highlights 

the need to be aggressive with topical retinoids and 

benzoyl peroxide, she says.

Isotretinoin remains a go-to treatment for severe 

nodular acne, and dermatologists continue to use it 

appropriately to treat moderate acne that is treatment 

resistant or to manage acne that is causing scars or 

psychosocial distress.

What has changed with isotretinoin use are recom-

mendations for lab testing.

“There is always the issue about routine laboratory 

monitoring in patients on isotretinoin therapy. There 

are several studies that show it’s best to do a baseline 

lab test, that includes liver function, serum cholesterol 

ANTIBIOTICS 
FOR ACNE

 Be aggressive with 
topical retinoids and 
benzoyl peroxide to 
minimize need for 
antibiotics

 Doxycycline and 
minocycline are more 
effective than 
tetracycline

 Restrict erythromycin 
because of 
resistance risk

 Sarecycline shown 
effective in phase 3 
trials

 Other antibiotics 
discouraged due to 
limited data

 Limit antibiotic use to 
three months

and triglycerides, then to repeat that in two to three 

months and again at the end of the therapy, which is in 

six months,” Dr. Callender says. “Before we would have 

to do these tests every single month.”

Dermatologists and their patients on isotretinoin 

also can skip routine complete blood count moni-

toring because researchers have found that isotreti-

noin does not affect those numbers, she says.

Recommendations for monthly pregnancy testing 

in women of child bearing age has not changed.

ACNE AND ANDROGENS
It’s important to note that hormones are not just asso-

Continues next page
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ciated with the adult female patient, according to Dr. 

Callender.

“All acne is hormonal,” she says. “Androgens play 

a role.”

Research has shown that estrogen-containing 

combined oral contraceptives are effective and 

recommended for treating inflammatory acne in 

women.

The FDA approved three oral contraceptives for 

treating acne:

1.  Ortho Tri-Cyclen (norgestimate/ethinyl estradiol, 

Janssen Pharmaceuticals)

2.  Estrostep (ethinyl estradiol and 

norethindrone, Allergan)

3.  Yaz (drospirenone/ethinyl estra-

diol, Bayer).

While studies suggest the 

efficacy is similar among the 

approved oral contraceptives, 

Rachel V. Reynolds, M.D., assis-

tant professor of dermatology at 

Harvard Medical School and vice chair Derma-

tology Beth Israel Deaconess, says she favors Yaz, 

which has androgen receptor blocking activity in 

addition to anti-androgen benefit.

Dr. Callender says she and other dermatologists 

use spironolactone in select female acne patients.

“It is off-label. But I think we’re using spironolactone 

a little more for adult female acne than before. The 

dosage ranges from 50 to 200 mg a day. Basically, it’s an 

antiandrogen and reduces sebum production in vivo. 

We have studies that show that. Side effects that we’re 

concerned about include hyperkalemia,” she says.

However, dermatologists might not have to 

monitor patients’ potassium levels while they’re 

on spironolactone if those patients are young and 

healthy. Dr. Callender cites a study published in 

2015 in JAMA Dermatology, in which the authors 

conclude: “The rate of hyperkalemia in healthy 

young women taking spironolactone for acne is 

equivalent to the baseline rate of hyperkalemia in 

this population. Routine potassium monitoring is 

unnecessary for healthy women taking spironolac-

tone for acne.”5

To Target Trouble Spots
Zitsticka KILLA is a transparent acne 

patch that is covered with 24 micro-

darts composed of salicylic acid, 

hyaluronic acid, niacinamide and 

oligopeptide-76. According to the 

company, microdarts completely dis-

solve in just 2 hours and result in a 

reduction of both size and redness 

of the area treated.

T T T bl S

Dr. Reynolds

ACNE

OTC Product 
options
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Patients on spironolactone might experience 

irregular menses, according to Dr. Reynolds, who 

presented on hormonal treatments for acne during 

the March 2019 American Academy of Dermatology 

Annual Meeting in Washington D.C.

“If I’m going to start an antiandrogen medication 

like spironolactone, when possible, I like to have the 

patient also on the birth control pill because it helps 

to regulate menses,” Dr. Reynolds says.

Dr. Reynolds also says she often prescribes 

hormonal therapies for acne along with topical 

retinoids.

Sometimes, she’ll add a topical antibiotic 

combined with benzoyl peroxide.

ACNE AND SKIN OF COLOR
Inflammatory acne lesions can result in acne scars 

and post-inflammatory hyperpigmentation in skin 

of color, Dr. Callender says.

“Usually we use our acne therapy, like a topical 

retinoid, which actually helps to minimize some 

of the pigmentation. We add topical hydroquinone 

when needed, but also use topical azelaic acid, 

which is off-label, but helps the acne and discolor-

ation,” Dr. Callender says. DT

Disclosures: Dr. Callender performs clinical research, is on 
the advisory board, consults with and/or speaks for Almirall, 
Aclaris, Aerolase, Allergan, Avon, Dermira, Eli Lilly, Foamix, 
Galderma, L’Oreal, Menlo, Merz Aesthetics, Novan, Ortho, 
Pfi zer, Revance and Unilever. 
Dr. Reynolds reports no relevant disclosures.
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To Mitigate Mild Adult Acne
This Illuminating Day Serum and Intensive Overnight 

Repair combo from Joyome is formulated with 11 

actives and a patent-pending Microbiome Balanc-

ing Complex that the company says increases the 

benefi cial microbe S. epidermidis and combats the 

damaging microbe S. aureus.

To Balance Out Blemished Skin
NEOVA’s Balancing Control line includes two ad-

vanced skincare formulas, the Purifying Cleanser 

to wash, exfoliate and control oil — without over 

drying — and the Retinol Rapid Tx to improve 

clarity with stabilized retinol and DNA repair en-

zymes.
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Acne treatment 
alternatives
by Lisette Hilton | Staff Correspondent

“We’re trying to limit the amount of antibiotics 

people are taking, as well as the number of people 

who are taking antibiotics,” says William James, 

M.D., professor and chair of dermatology at Penn 

Medicine. “There’s been a major push over the past 

few years to do that. So, it changes how we treat 

people, particularly women in many cases.”

It’s no secret that antibiotics have been successful 

in treating and controlling most acne cases. The effi-

cacy has led dermatologists to be among the highest 

prescribers of antibiotics. However, frequent and long-

term antibiotic use can also present problems, such 

as the development of antibiotic resistance in patients 

over time. Additionally, existing research indicates 

long-term use can also be associated with irritable 

bowel syndrome. Consequently, the American 

Academy of Dermatology’s  standing recommenda-

tion is to limit antibiotic use to less than three months. 

To abide by this suggestion and to comply with the 

non-antibiotic treatment paradigm shifts, says Dr. 

James who addressed acne treatment options at the 

American Academy of Dermatology’s (AAD) 2019 

spring meeting in Washington, D.C., dermatologists 

must consider alternative therapies. In particular, 

he says, providers should examine spironolactone 

or isotretinoin as options to treat moderate-to-

severe acne.

SPIRONOLACTONE FOR ACNE
Originally designed as a high blood pressure medica-

tion, spironolactone is frequently used off-label to 

treat moderate-to-severe acne in women. It’s inappro-

priate for men because it blocks the function of male 

hormones. 

I
n dermatology the first line of defense against 

acne vulgaris has largely been the use of anti-

biotics. However, the need to limit antibiotic 

use means acne treatment protocols are starting 

to shift.

“This is an excellent medication for acne, and many 

women respond very well to it,” he says. “And, derma-

tologists should be more comfortable prescribing it.”

According to existing research, a 200-mg daily dose 

— lower than levels needed to control high blood pres-

sure — has been shown to reduce acne levels equiva-

lent to those seen with antibiotics. Patients treated 

with spironolactone also experience low relapse rates, 

and few report discontinuing use. 

Overall, spironolactone is well tolerated with few 

side effects, according to Dr. James. Fatigue, increased 

urination, irregular 

periods, breast 

tenderness, muscle 

pain and irregular 

heart beat are 

possible. Addition-

ally, dermatologists 

should ask patients 

if they have low 

blood pressure 

before writing the 

prescription. 

Despite evidence 

of efficacy, however, 

some dermatolo-

gists remain reti-

cent to recommend spironolactone, he says. Based on 

older research, the medication carries a black box label 

warning, cautioning providers that the medication is 

associated with several types of tumors. However, the 

warning is based on studies that included doses from 

10-to 500-times the highest dose given to humans, Dr. 

James says. And, additional research has shown little-

to-no evidence that the medication causes tumors. 

Sharing this updated information, Dr. James says, 

will, hopefully, encourage more dermatologists to 

pivot toward spironolactone rather than antibiotics.

“This discussion is alerting dermatologists that 

spironolactone is available and safe,” Dr. James says. 

“It’s been around for many years, so it’s not new. But, 
Alternatives continued on page 8

NEED TO KNOW:

Spironolactone 
for Acne

Blocks male hormone function – 
Prescribe for women only.

Results are equivalent to those 
achieved with antibiotics.

Black box labelled, but research 
shows little evidence of causing 
tumors.
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Energy-based options

by Lisette Hilton | Staff Correspondent

“Energy-based devices for acne 

have been around for a long time. 

We have better devices now,” says 

Dr. Gold, medical director of Gold 

Skin Care Center and Tennessee 

Clinical Research Center, Nashville, 

Tenn. “In my opinion, the energy-

based device world allows us to use 

devices to make people better than 

with medicines alone.”

Dr. Gold starts acne patients on medicine. If the 

medicines aren’t enough to clear the skin in a reason-

able period of time, he says he recommends treatment 

with devices. The devices not only improve the acne 

condition, but also enhance the quality of the skin, he 

says.

ENERGY-BASED OPTIONS
Lasers treat acne in various ways. Dr. Gold focuses on 

using devices that destroy Cutibacterium acnes, or C. 

acnes, formerly Propionibacterium acnes, or P. acnes.

Intense pulsed light (IPL) devices work exception-

ally well in that regard, according to Dr. Gold.

Among the IPL technologies that work to treat acne: 

The Isolaz 2 (Solta Medical), which is an IPL therapy 

combined with vacuum technology. The vacuum 

helps to bring target tissue closer to the light, he says.

“Acne patients like IPL treatment. Dermatologists 

can use any IPL. There are acne settings on most IPLs 

today. There are cutoff filters that work for the acne 

M
edications to treat acne take time 

to work and might not clear acne 

completely. To enhance outcomes from 

acne medications, Michael H. Gold, M.D., uses 

energy-based devices.

bacteria where the acne lesions are,” Dr. Gold says.

The AdvaTx (AdvaLight) dermatology laser is 

another good acne treatment option, according to Dr. 

Gold.

“AdvaLight works by two different lasers lights. It’s 

a 589 nm — almost like a pulsed dye laser, without the 

dye. It’s a yellow light laser. Then there’s also a 1319 nm, 

which works really nicely to help subtly smooth scar-

ring,” he says.

Another option is the Aerolase Neo, which is a short-

pulsed 650 micron 1064 nm laser.

“It works by targeting the C. acnes, and it’s fast 

and painless. It’s one of our go-to devices because of 

the pain part. It works by targeting the appropriate 

bacteria — the wavelength targets the absorption 

spectrum of the C. acnes,” Dr. Gold says. “There are 

studies that support how well this and other devices 

work. We’re just finishing a long, large study on Neo 

showing it works and the results are spectacular.”

There are other devices that Dr. Gold is not likely to 

use for acne patients. Those that target the sebaceous 

glands, for example. Dr. Gold says clinicians don’t tend 

to use those devices anymore because there aren’t 

many of those machines left on the market.

“Then there’s photodynamic therapy (PDT), which 

destroys the C. acnes and a little bit of the sebaceous 

glands. PDT for acne is really good. The problem is it’s 

not covered by insurance because it’s not FDA cleared. 

So, it’s off label, and PDT medicines are really expen-

sive,” Dr. Gold says. “We don’t do a lot of PDT anymore 

for acne; although, for really bad cases, I will.”

MONEY MATTERS IN ACNE
Dermatologists should keep in mind that energy-

based device treatments for acne are generally not 

covered by insurance; rather, patients pay cash.

Dr. Gold

DEVICES ENHANCE OUTCOMES WHEN ORAL, 
TOPICAL MEDICATIONS FALL SHORT
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“Market studies have been done that show that 

people will pay for it if it’s within reason,” Dr. Gold 

says. “I tell my colleagues all the time that these are 

not procedures that you can charge thousands and 

thousands of dollars for. This is a treatment. It is not a 

cure. Most of these patients are kids and young adults. 

Therefore, money is important. So, I keep the prices 

really reasonable.”

Dr. Gold says most acne patients need between two 

and four sessions with energy-based devices to treat 

acne. He’ll usually perform treatments every other 

week. Some come back for touch-up treatments. Still, 

Dr. Gold keeps the price of each treatment affordable.

Unless Dr. Gold is performing a study on a device 

that does not allow additional treatments, he treats 

acne patients with a combination of medicines and an 

energy device.

Devices, he says, work well as adjuncts to medical 

management, even when patients are on an antibiotic.

“You can still use a laser because the antibiotics are 

not on the same wavelength areas as the laser light,” 

Dr. Gold says.

Dermatologists who don’t consider energy-based 

options in acne treatment are missing an opportunity 

to make acne patients happier and keep them coming 

back for treatments other than just acne.

“Everything in aesthetic medicine is targeting 

the millennial world. Once you make their acne 

better, guess what? They’re coming in to me for every 

cosmetic procedure,” Dr. Gold says. “They come to me 

because I took care of them when others said here’s 

your prescription, goodbye.” DT

Disclosures: Dr. Gold has consulted and performed 
research for Solta, Aerolase, AdvaLight and Lumenis.

it’s a matter of trying to make people aware of these 

newer studies that indicate its safety and efficacy so 

more people feel comfortable using it.”

ISOTRETINOIN FOR ACNE
Previously known on the 

market as Accutane, isotreti-

noin has been considered the 

topline in efficacy for treating 

acne, according to Dr. James. 

But, historically, it has not been 

the initial defense due to many 

concerns.

“In the past, if people weren’t 

responding to antibiotics, they 

might go to isotretinoin as a 

final effort to control acne,” he 

says. “Now, as dermatologists 

are trying to utilize antibiotics 

less and less, they’re turning to isotretinoin for more 

and more people.”

This move stems from recent research that shows 

patients treated with isotretinoin experience roughly 

the same level of efficacy as those who undergo an 

antibiotic regimen. Normally, patients receive a 120 

mg/kg to 150 mg/kg dose, and they must complete 

the full course even if they achieve 100% acne 

clearing. However, lower beginning doses can be 

recommended to help side-step initial acne flares. 

Researchers have also found the body best absorbs 

isotretinoin when patients take it with a high-fat meal.

Updated studies also reveal a need to potentially 

change conventional complete 

blood panel monitoring prac-

tices. Traditionally, derma-

tologists have performed these 

tests as frequently as once a 

week. Instead, new data indi-

cates lipids, liver function and 

triglycerides can be checked 

roughly once a month. This 

change is both convenient and 

cost-effective for patients.  

Ultimately, Dr. James says, 

he wants dermatologists to 

have new information about 

how to best treat acne.

“I think it would be good to consider spironolac-

tone when treating women for acne. You’ll be able to 

improve outcomes for a wider array of women while 

limiting the use of antibiotics. And, I think of isotreti-

noin similarly,” he says. DT

“…RECENT RESEARCH THAT 

SHOWS PATIENTS TREATED 

WITH ISOTRETINOIN 

EXPERIENCE ROUGHLY THE 

SAME LEVEL OF EFFICACY 

AS THOSE WHO UNDERGO AN 

ANTIBIOTIC REGIMEN.”

Alternatives continued from page 6
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New and pipeline 
acne therapies
by Erin Johanek, PharmD, RPh | Staff Correspondent

The current guidelines of care for the manage-

ment of acne, published by the American Academy 

of Dermatology in 2016, recommend 

different combinations of thera-

pies based on severity — including 

mild, moderate and severe. Current 

first-line treatments include topical 

benzoyl peroxide, topical retinoids, 

oral and topical antibiotics and oral 

isotretinoin. Alternative treatments 

listed in the guidelines include topical 

dapsone, oral contraceptives and oral 

spironolactone. 

According to BioPharmCatalyst, 

there were 12 drugs in the pipeline as 

of this publication. 

One of these medications, currently in phase 3 

clinical trials is Novan’s SB204, a first-in-class, nitric 

oxide-releasing topical drug for the treatment of 

acne. SB204 is being studied as a once-daily, topical 

monotherapy. Localized nitric oxide delivery is 

A
ccording to the American Academy of 

Dermatology, acne vulgaris, also known 

as acne, is the most common skin condi-

tion in the United States. Acne affects up to 50 

million Americans annually, and approximately 

85% of people between the ages of 12 and 24 have 

experienced at least minor acne. In 2013, the costs 

associated with the treatment and lost produc-

tivity among those who sought medical care for 

acne (approximately 5.1 million people) exceeded 

$1.2 billion. 

thought to provide anti-inflammatory activity by 

inhibiting the NLRP3 inflammasome, decreasing 

downstream release of cytokines and killing Propi-

onibacterium acnes. 

In March 2019, the U.S. Food and Drug Admin-

istration (FDA) accepted for review the New Drug 

Application (NDA) for FMX101 (Foamix Pharma-

ceuticals) for the treatment of inflammatory lesions 

of non-nodular moderate-to-severe acne vulgaris 

in patients nine years of age and older. FMX101 is a 

novel minocycline topical foam.

In August 2018, the FDA approved Altreno (treti-

noin, Ortho Dermatologics) 0.05% lotion for the 

treatment of acne vulgaris in patients nine years 

of age and older. Altreno is the first and only treti-

noin product available in a lotion for acne and is 

provided in a formulation with known moistur-

izers, hyaluronic acid, glycerin and collagen. 

“In addition to bringing a new formulation of treti-

noin to market this past fall, we are continuing to make 

progress on two new combination treatments for acne 

in our pipeline,” says Bill Humphries, U.S. President, 

Ortho Dermatologics. “IDP-126 and IDP-120 are in 

“ACNE AFFECTS AMERICANS OF ALL AGES AND 

BACKGROUNDS, AND LIKE SO MANY PATIENTS, 

THOSE WITH ACNE HAVE VARYING TREATMENT 

NEEDS.”

Bill Humphries, US president, Ortho Dermatologics

Raleigh, North Carolina
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Phase II and Phase III clinical 

trials, respectively.”

IDP-126 and IDP-120 are both 

topical gel products currently 

being studied for the treatment of 

acne. According to Humphries, 

Ortho Dermatologics is planning 

to file an NDA for an acne treat-

ment during the first half of this 

year.

FUTURE OF ACNE TREATMENT
According to Future Market 

Insights Moderate-to-Severe 

Acne Therapeutics Market 

Report, growing prevalence of 

moderate-to-severe acne over 

the globe is expected to generate 

high demand for new treat-

ments. The report explains that 

increasing adoption of innova-

tive acne treatment therapies, 

such as photodynamic therapy 

and laser therapy has led to 

further revenue generation in 

the acne market. However, the 

safety issues associated with the 

anti-acne drugs such as compli-

cations in pregnancy and the 

adverse effects of retinoids such 

as skin irritation and dryness, 

restrain the moderate-to-severe 

acne therapeutics market 

growth.

“Acne affects Americans of all 

ages and backgrounds, and like 

so many patients, those with 

acne have varying treatment 

needs,” says Humphries. “We 

believe that the development 

of treatments for this condition 

will continue to increase and 

improve in the future, which we 

hope will ultimately result in 

better health and quality of life 

for all patients.” DT

LATE-STAGE ACNE PIPELINE
Phase

Sarecycline, Severe acne 
Allergan vulgaris 

Approved

Ameluz, 
Biofrontera AG 

Acne Phase 3

IDP-121 
(Altreno), 
Bausch Health
Companies Inc. 

Acne Approved

IDP-120, 
Bausch Health
Companies Inc. 

Acne Phase 3

IDP-126, 
Bausch Health
Companies Inc. 

Acne Phase 2

BPX-01, 
BioPharmX
Corporation 

Acne Phase 2b

Olumacostat 
glasaretil
(DRM01), 
Dermira 

Acne Phase 3

FMX101, 
Foamix
Pharmaceuticals 

Acne PDUFA

Topical
Radezolid, 
Melinta
Therapeutics 

Acne vulgaris Phase 2

SB204, 
Novan 

Acne vulgaris Phase 3

SIRS-T, 
Sol-Gel
Technologies 

Acne Phase 2

TWIN, 
Sol-Gel
Technologies 

Acne Phase 3

SNA-001, 
Sienna
Biopharmaceuticals 

Acne Phase 3

XEN801, 
Xenon
Pharmaceuticals 

Acne Phase 2

IndicationDrug

Data source: 2019 BioPharmCatalyst
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ACTIVITY DESCRIPTION
This activity provides a review of the properties and aesthetic uses 

of currently available neuromodulators, or botulinum neurotoxin 

type A products, through a review of the literature, real-world cases, 

and expert clinical perspectives. The desired results of this activity 

are for health care practitioners to improve their ability to provide 

neuromodulators appropriately to their patients for optimal 

patient outcomes.

TARGET AUDIENCE

This educational activity is intended for health care practitioners, 

including physicians, physician assistants, nurse practitioners, and 

nurses, with an interest in facial aesthetics.
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Upon completion of this activity, participants will be better able to:
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Introduction

Achieving successful outcomes and patient satisfaction with 
IV[\SPU\T�UL\YV[V_PU�[`WL�(��);?(��PUQLJ[PVU�YLX\PYLZ�[OH[�JSPUPJPHUZ�
understand the properties of the individual products, along with their 
ZPTPSHYP[PLZ�HUK�KP�LYLUJLZ��HUK�IL�RUV^SLKNLHISL�HIV\[�YLSL]HU[�
HUH[VT �̀�YLJVUZ[P[\[PVU��KVZPUN��HUK�WYVWLY�PUQLJ[PVU�[LJOUPX\L��
Multiple BTXA products are commercially available for cosmetic 
\ZL��I\[�LHJO�WYVK\J[�OHZ�\UPX\L�JOHYHJ[LYPZ[PJZ��HUK�[OL�THYRL[LK�
products are not interchangeable. This review addresses the 
aforementioned topics through an evaluation of relevant literature, 
experts’ clinical perspectives, and case narratives.

Manufacturing and Composition

Since 2010, practitioners in the United States have had access to 
3 commercially available BTXA products with cosmetic indications: 
abobotulinumtoxinA (aboBTXA), incobotulinumtoxinA (incoBTXA), 
and onabotulinumtoxinA (onaBTXA) (Table 1).1-3 A fourth product, 
prabotulinumtoxinA-xvfs (praBTXA), was approved by the US Food 
and Drug Administration in February 2019.4 AboBTXA, incoBTXA, 
onaBTXA, and praBTXA all contain BTXA produced from fermentation 
of Clostridium botulinum type A strain, but they are produced 
\ZPUN�KP�LYLU[�THU\MHJ[\YPUN�WYVJLZZLZ�HUK�]HY`�MYVT�LHJO�V[OLY�
compositionally (Table 1).1-3,5-7 (Note: At the time this CME/CE 
activity was developed, praBTXA was not commercially available. 
)LJH\ZL�VM�H�SHJR�VM�WYHJ[PJHS�L_WLYPLUJL�^P[O�WYH);?(��P[�PZ�UV[�
discussed in detail in this activity.) 

Clostridium botulinum type A produces a protein complex that 
JVU[HPUZ�H�JVYL�UL\YV[V_PU�WYV[LPU��);?(��e����R+H���IV\UK�[V�
����UVU[V_PJ�HJJLZZVY`�WYV[LPUZ��5(7Z���;OL�5(7Z�HYL�YLTV]LK�
K\YPUN�[OL�W\YPÄJH[PVU�WYVJLZZ�MVY�PUJV);?(��>P[O�[OL�V[OLY�
products, the NAPs dissociate from the core neurotoxin in the vial 
upon reconstitution when the protein complex is exposed to the 
WO`ZPVSVNPJ�W/�VM�UVYTHS�ZHSPUL�8 

Potency for BTXA products is expressed in units and determined for 
each product with the manufacturer’s proprietary assay method and 
reference standard.5,9�;OLYLMVYL��WV[LUJ`�\UP[Z�HYL�WYVK\J[�ZWLJPÄJ�
and not interchangeable among BTXA products.  

Conversion Ratios 

Preclinical and clinical studies have been conducted to determine 
conversion ratios among products that can be used as a guide 
MVY�ZLSLJ[PUN�KVZLZ�[OH[�^PSS�YLZ\S[�PU�ZPTPSHY�L�JHJ`�HUK�ZHML[`�
and for comparing relative treatment cost. The studies produced 
varying results that can be explained by their methodological 
PUJVUZPZ[LUJPLZ��PUJS\KPUN�KP�LYLUJLZ�PU�HUH[VTPJ�ZP[LZ�VM�PUQLJ[PVU��
);?(�KVZLZ��HUK�LUK�WVPU[Z�[V�KL[LYTPUL�[YLH[TLU[�L�JHJ �̀�
Several reviews of available study data, however, suggest that the 
conversion ratio ranges between 2:1 and 3:1 for aboBTXA:onaBTXA 
and is 1:1 for incoBTXA:onaBTXA.9-11�0[�PZ�PTWVY[HU[�[V�YLP[LYH[L�[OH[�
there is no universally accepted conversion ratio among products; 
the topic remains open to discussion.

Experts’ Clinical Perspectives

Dr Yoelin:�>OH[�JVU]LYZPVU�YH[PVZ�MVY�HIV);?(!VUH);?(�HUK�
incoBTXA:onaBTXA do you use in your practice?
Dr Glaser: 0�ÄUK�[OH[�[OL�YH[PV�ULLKLK�[V�HJOPL]L�ZPTPSHY�YLZ\S[Z�PU�
[LYTZ�VM�WLHR�L�LJ[�HUK�K\YHIPSP[`�^P[O�HIV);?(!VUH);?(�]HYPLZ�
HTVUN�KP�LYLU[�HUH[VTPJ�ZP[LZ��;OLYLMVYL��H�YH[PV�VM�IL[^LLU����!��
and 3:1 gives a good starting point, but it is not absolute. For 
PUJV);?(!VUH);?(��0�NLULYHSS`�\ZL�H�YH[PV�OPNOLY�[OHU��!���[`WPJHSS`�
IL[^LLU����!��HUK����!���0�[LHJO�YLZPKLU[Z�[OH[�JVU]LY[PUN�MYVT�
VUL�[V_PU�[V�HUV[OLY�PZ�SPRL�SLHYUPUN�H�MVYLPNU�SHUN\HNL�PU�[OL�ZLUZL�
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[OH[�VUJL�`V\�ILJVTL�Å\LU[�PU�[OL�MVYLPNU�SHUN\HNL��`V\�UV�SVUNLY�
JVU]LY[�L]LY`�MVYLPNU�^VYK�IHJR�PU[V�,UNSPZO��

Dr Kaufman: 0�\ZL�H�JVU]LYZPVU�YH[PV�VM��!��MVY�HIV);?(!VUH);?(�HUK�
���!��MVY�PUJV);?(!VUH);?(��>P[O�[OLZL�YH[PVZ��0�MLLS�0�JHU�NL[�ZPTPSHY�
results, including duration, with any of the available neuromodulators.

Dr Shamban:�>OLU�[Y`PUN�[V�HJOPL]L�ZPTPSHY�YLZ\S[Z�^P[O�KP�LYLU[�
[V_PUZ��0�JVUZPKLY�K\YH[PVU�VM�L�LJ[�[V�IL�[OL�PTWVY[HU[�LUK�WVPU[��
>P[O�[OPZ�PU�TPUK��0�\ZL�H�YH[PV�VM��!��MVY�HIV);?(!VUH);?(�HUK�
1.5:1 for incoBTXA:onaBTXA. 

Dr Cohen:�0��HSZV��\ZL�H�YH[PV�VM��!��MVY�HIV);?(!VUH);?(�

Dr Yoelin: 0�\ZL�[OL�ZHTL��!��YH[PV�MVY�HIV);?(!VUH);?(��(UV[OLY�
HYLH�VM�PU[LYLZ[�PZ�OV^�X\PJRS`�[OL�KLZPYLK�L�LJ[Z�MYVT�[OLZL�
WYVK\J[Z�JHU�IL�HJOPL]LK��7H[PLU[Z�VM[LU�^HU[�[V�ZLL�YLZ\S[Z�X\PJRS �̀�

+V�`V\�[OPUR�HU`�VM�[OL�[V_PUZ�OH]L�H�MHZ[LY�VUZL[�VM�HJ[PVU&

Dr Cohen:�9LZ\S[Z�VM�H[�SLHZ[���JVU[YVSSLK�ZWSP[�MHJL�Z[\K`�ZOV^LK�
a faster onset of action with aboBTXA than with onaBTXA,12 and 
patient diary data from clinical trials are consistent with my clinical 
impression that aboBTXA might have a slightly faster onset than 
does onaBTXA, but this probably does not have real clinical relevance.

Dr Kaufman:�+H[H�MYVT�[OL�HIV);?(�Z[\K`�0�JVUK\J[LK�^P[O�+Y�*VOLU�
suggested that increasing the volume of diluent for reconstitution 
results in a faster onset.13

Dr Shamban: A recent study reported that onset of BTXA action for 
treatment of forehead and glabellar lines can be accelerated by 
24 hours if patients perform postinjection facial exercises.14

Reconstitution

Directions for reconstitution found in both the prescribing information 
MVY�[OL�);?(�WYVK\J[Z�HUK�PU�THU\MHJ[\YLYZ»�N\PKLZ�SPZ[�KP�LYLU[�
]VS\TLZ�VM�KPS\LU[�[OH[�YLZ\S[�PU�KP�LYLU[�ÄUHS�JVUJLU[YH[PVUZ��Table 2 
WYV]PKLZ�H�ZPTWSPÄLK�SPZ[PUN�VM�YLJVUZ[P[\[PVU�TL[OVKZ�[OH[�YLZ\S[�PU�H�
ÄUHS�]VS\TL�VM�����T3�MVY�LHJO�);?(�1-3,7 The chosen diluent volume 
can vary, depending on such factors as site of injection, treatment 
NVHSZ��HUK�WH[PLU[�ZWLJPÄJ�JOHYHJ[LYPZ[PJZ��7YHJ[P[PVULYZ�TPNO[�OH]L�
personalized approaches derived from their clinical experience.

Experts’ Clinical Perspectives

Dr Yoelin:�0�[`WPJHSS`�\ZL���T3�VM�IHJ[LYPVZ[H[PJ�ZHSPUL�[V�YLJVUZ[P[\[L�

the 100-U vials of onaBTXA and incoBTXA and the 300-U vial of 

HIV);?(��;OPZ�[LJOUPX\L�YL[HPUZ�H��!��YH[PV�VM�HIV);?A:onaBTXA 

HUK�[OLYLMVYL�THRLZ�P[�LHZ`�MVY�TL�[V�KV�H�KVZL�JVU]LYZPVU�IL[^LLU�

[V_PUZ�ILJH\ZL�0�SPRL�[V�[OPUR�HIV\[�[OL�]VS\TL�PUQLJ[LK�H[�LHJO�ZP[L�

YH[OLY�[OHU�[OL�\UP[Z�KPZWLUZLK��0�ILSPL]L�[OH[�[OPZ�Z[YH[LN`�ZPTWSPÄLZ�

the injection process for someone who is a novice, intermediate, or 

HK]HUJLK�PUQLJ[VY��0U�HKKP[PVU��0�\ZL�[OL�ZHTL�YLJVUZ[P[\[PVU�]VS\TL�

YLNHYKSLZZ�VM�[OL�PU[LUKLK�ZP[L�VM�PUQLJ[PVU�ILJH\ZL�0�ILSPL]L�P[�PZ�

helpful to reduce as many variables as possible when treating 

with BTXA. 

>OH[�KPS\LU[�]VS\TLZ�KV�`V\�\ZL�MVY�YLJVUZ[P[\[PUN�]PHSZ�VM�����<�VM�
aboBTXA and 100 U of incoBTXA and onaBTXA? 

Dr Cohen: 0�HSZV�\ZL�[OL�ZHTL�KPS\LU[�]VS\TL�^OL[OLY�0�HT�

reconstituting the 100-U vial of onaBTXA or the 300-U vial of 

HIV);?(�ILJH\ZL�P[�THRLZ�[OL�KVZL�JVU]LYZPVU�VM�HIV);?(�[V�

VUH);?(�TH[OLTH[PJHSS`�LHZ �̀�-VY�TVZ[�HYLHZ��0�\ZL�H���T3�KPS\[PVU�

for the 300-U vial of aboBTXa and the 100-U vial of onaBTXA.

 

During my fellowship, Alastair Carruthers, MD, once stated that when 

treating glabellar lines, dilution is done for the convenience of the 

PUQLJ[VY��^OLYLHZ�KVZL�KL[LYTPULZ�L�JHJ`�MVY�[OL�WH[PLU[��9LZ\S[Z�VM�
Z[\KPLZ�0�OH]L�KVUL�HYL�JVUZPZ[LU[�^P[O�[OPZ�PKLH��0U�H�YLJLU[�Z[\K`�

OnaBTXA1,5 AboBTXA2,6 IncoBTXA3,5 PraBTXA7

@LHY�VM�-+(�HWWYV]HS 2002* 2009 2010 2019

Active substance

(molecular weight)

BTXA with NAPs

� ���R+H�

BTXA with NAPs

����� ���R+H�

BTXA without NAPs

�����R+H�

BTXA with NAPs 

� ���R+H�

Excipients 
/\THU�ZLY\T�HSI\TPU��

sodium chloride

/\THU�ZLY\T�HSI\TPU��

lactose

/\THU�ZLY\T�HSI\TPU��

sucrose

/\THU�ZLY\T�HSI\TPU��

sodium chloride

7\YPÄJH[PVU�TL[OVK Crystallization Chromatography Chromatography Not available

Finishing method Vacuum dried Freeze dried Lyophilized Vacuum dried

Potency testing method Cell based Animal based (LD
50

 assay) Cell based Animal based (LD
50

 assay)

Units per vial 50 or 100 300 or 500 50 or 100 100

Approved indications

for cosmetic use†

Temporary improvement in the

appearance of moderate-to-

severe glabellar lines associated 

with corrugator and/or procerus 

muscle activity, moderate-

to-severe lateral canthal lines 

associated with orbicularis oculi 

activity, and moderate-to-severe 

forehead lines associated with 

frontalis muscle activity

Temporary improvement in 

the appearance of moderate-

to-severe glabellar lines 

associated with procerus 

and corrugator muscle

activity in adults 

aged < 65 years

Temporary improvement in 

the appearance of 

moderate-to-severe glabellar 

lines with corrugator and/or 

procerus muscle activity

Temporary improvement in 

the appearance of moderate-

to-severe glabellar lines 

associated with corrugator 

and/or procerus muscle 

activity in adult patients

Table 1.�);?(�7YVK\J[Z�>P[O�*VZTL[PJ�0UKPJH[PVUZ

Abbreviations: aboBTXA, abobotulinumtoxinA; BTXA, botulinum neurotoxin type A; FDA, US Food and Drug Administration; incoBTXA, incobotulinumtoxinA; 

LD
50

, median lethal dose; NAP, nontoxic accessory protein; onaBTXA, onabotulinumtoxinA; praBTXA, prabotulinumtoxinA-xvfs.

��@LHY�VM�HWWYV]HS�MVY�JVZTL[PJ�\ZL

† AboBTXA, incoBTXA, and onaBTXA have both cosmetic and medical indications.

Units per Vial Diluent, mL
 Dose per 

0.1 mL, U

OnaBTXA1 100 2.5 4

AboBTXA2 300 3.0 10

0UJV);?(�3 100 2.5 4

PraBTXA7 100 2.5 4

Table 2.�:PTWSPÄLK�);?(�9LJVUZ[P[\[PVU�4L[OVKZ�

Abbreviations: aboBTXA, abobotulinumtoxinA; BTXA, botulinum neurotoxin 

type A; incoBTXA, incobotulinumtoxinA; onaBTXA, onabotulinumtoxinA; 

praBTXA, prabotulinumtoxinA-xvfs.

* After adding diluent, incoBTXA must be swirled and inverted.
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L]HS\H[PUN�HIV);?(��^OPJO�+Y�2H\MTHU�HUK�0�JVUK\J[LK��L�JHJ �̀�

durability, and adverse events were similar when the 300-U vial was 

reconstituted with either 1.5 or 2.5 mL to administer a total dose 

of 50 U.13�0U�HU�LHYSPLY�Z[\K`�PU�^OPJO�0�^HZ�PU]VS]LK�^P[O�(SHZ[HPY�
Carruthers, MD, and Jean Carruthers, MD, during my fellowship, 

^L�MV\UK�UV�KP�LYLUJL�PU�L�JHJ`�JVTWHYPUN�[YLH[TLU[Z�WLYMVYTLK�

using onaBTXA reconstituted with 1, 3, 5, or 10 mL.15

Dr Kaufman: For injectors who are just starting out with BTXA injections, 

0�YLJVTTLUK�HNHPUZ[�\ZPUN�[OL���T3�KPS\[PVU�MVY�VUH);?(��;OL�

YLHZVU�PZ���MVSK!�����^VYRPUN�^P[O�[OL�TVYL�JVUJLU[YH[LK�ZVS\[PVU�

THRLZ�P[�TVYL�KP�J\S[�[V�HJOPL]L�[OL�KLZPYLK�KVZL�WYLJPZPVU"�HUK�

(2) there is more waste if any of the preparation is lost accidentally. 

0�NLULYHSS`�\ZL�����T3�MVY�VUH);?(�HUK�HIV);?(��HUK�HWWYV_PTH[LS` 

����VY�����T3�MVY�PUJV);?(��(Z�L_JLW[PVUZ��0�KV\ISL�[OL�KPS\LU[�

]VS\TL�^OLU�0�HT�KVPUN�Z\WLYÄJPHS�PU[YHKLYTHS�PUQLJ[PVUZ�MVY�YVZHJLH�

VY�^OLU�KVPUN�H�5LMLY[P[P�SPM[�[V�\ZL�PU�[OL�]LY`�Z\WLYÄJPHS�aspect of 

[OL�WSH[`ZTH�ILJH\ZL�P[�^YHWZ�HYV\UK�[OL�QH^SPUL��>OLU�0�WSHJL�[OL�

[V_PU�Z\WLYÄJPHSS`·MVY�L_HTWSL��K\YPUN�4PJYV[V_�WYVJLK\YLZ·0�

prefer to inject tiny amounts of neuromodulator, as low as 1 U per 

ZP[L��;OL�NVHS�PZ�[V�[YLH[�[OL�Z\WLYÄJPHS��L_[YLTLS`�[OPU�T\ZJSL�ÄILYZ�

^P[OV\[�H�LJ[PUN�[OL�\UKLYS`PUN�KLLWLY�T\ZJSLZ��6[OLY�\ZLZ�MVY�

hyperdiluted toxin could be for treating larger areas, in which the 

desire is to achieve even distribution of drug without reaching the 

LUK�WVPU[�VM�JVTWSL[L�T\ZJSL�WHYHS`ZPZ��0�SV]L�[OPZ�HWWYVHJO�MVY�

KP�J\S[�[V�[YLH[�SHYNL�MVYLOLHKZ��^OLYL�JVTWSL[L�WHYHS`ZPZ�TPNO[�

SVVR�\UUH[\YHS�VY�SLHK�[V�ÅH[[LULK�HUK�SV^LYLK�L`LIYV^Z��

 

Dr Shamban:�0�NLULYHSS`�\ZL�����T3�MVY�VUH);?(������T3�MVY�

HIV);?(��HUK�����T3�MVY�PUJV);?(��0�SPRL�H�TVYL�JVUJLU[YH[LK�

solution when treating the glabella in order to avoid spread into the 

frontalis and a splayed brow appearance. For glabellar treatments, 

0�\ZL�Q\Z[���T3�[V�KPS\[L�����<�VM�HIV);?(�VY�[OL�����<�]PHSZ�VM�[OL�

other products.

Dr Glaser:�0�[`WPJHSS`�\ZL�����T3�MVY�VUH);?(�HUK�PUJV);?(�HUK�

����T3�MVY�HIV);?(��0�PUJYLHZL�[OL�HTV\U[�VM�KPS\LU[�0�\ZL�^OLU�0�

am treating the platysma, or sometimes for the forehead, because 

0�ILSPL]L�[OH[�PUJYLHZPUN�[OL�PUQLJ[PVU�]VS\TL�MVY�H�NP]LU�KVZL�SLHKZ�

[V�H�NYLH[LY�ZWYLHK��VY�ÄLSK�VM�L�LJ[�

My advice to novice injectors is to start by choosing 1 diluent 

volume for all treatments and staying with it to develop expertise 

HUK�\UKLYZ[HUK�[OL�YLZ\S[Z��;OLU��[OL`�JHU�[OPUR�HIV\[�[^LHRPUN�

[OL�HWWYVHJO�I`�L_WLYPTLU[PUN�^P[O�KP�LYLU[�]VS\TLZ�HJJVYKPUN�[V�

IVK`�SVJH[PVU�HUK�HUH[VT`�[V�ZLL�^OH[�^VYRZ�PU�[OLPY�OHUKZ�

Field of Effect

Movement of neurotoxin away from the site of injection has relevance 

MVY�L�JHJ`�HUK�ZHML[`�VM�);?(�PUQLJ[PVU��HUK�P[�PZ�KPZJ\ZZLK�PU�[OL�

SP[LYH[\YL�PU�]HYPV\Z�[LYTZ��Z\JO�HZ�ZWYLHK��KP�\ZPVU��HUK�TPNYH[PVU��

Although these terms are sometimes used interchangeably, they are 

KP�LYLU[�I`�KLÄUP[PVU�16 Spread refers to rapid physical movement 

of toxin from the injection site and depends on injection-related 

variables, whereas KP�\ZPVU�PZ�[OL�ZSV^�RPUL[PJ�KPZWLYZPVU�IL`VUK�

the original injection site (the toxin’s movement to receptors). Migration 

WLY[HPUZ�[V�V[OLY�TLJOHUPZTZ�VM�TV]LTLU[��Z\JO�HZ�KPZ[HS�L�LJ[Z�

far from the injection point or retrograde axonal transport. 

-YVT�H�WYHJ[PJHS�WLYZWLJ[P]L��[OL�V]LYHSS�HYLH�H�LJ[LK�I`�PUQLJ[PVU�

VM�[OL�UL\YV[V_PU·[OH[�PZ��[OL�ÄLSK�VM�L�LJ[·PZ�[OL�PZZ\L�VM�PU[LYLZ[��

YLNHYKSLZZ�VM�[OL�TLJOHUPZT��-HJ[VYZ�[OH[�TPNO[�PUÅ\LUJL�[OL�ÄLSK�

VM�L�LJ[�PUJS\KL�PUQLJ[PVU�JOHYHJ[LYPZ[PJZ��LN��]VS\TL��ZWLLK��HUNSL��

depth, pressure, and needle gauge), dose and concentration of the 

neurotoxin, injection site, and postinjection massage/manipulation.17,18 

>OL[OLY�VY�UV[�[OL�ÄLSK�VM�L�LJ[�KP�LYZ�HTVUN�);?(�WYVK\J[Z�PZ�

JVU[YV]LYZPHS��;OLYL�HYL�PUJVUZPZ[LU[�ÄUKPUNZ�MYVT�JVTWHYH[P]L�

Z[\KPLZ�[OH[�PU]LZ[PNH[LK�[OPZ�X\LZ[PVU��HUK�JYVZZ�Z[\K`�JVTWHYPZVUZ�

HYL�OHTWLYLK�I`�H�SHJR�VM�Z[HUdardized terminology and methodology 

KP�LYLUJLZ�HTVUN�Z[\KPLZ��PUJS\KPUN�KP�LYLUJLZ�PU�[YLH[TLU[�ZP[LZ��

outcome measures, conversion ratios, doses, and injection volumes. 

+LZWP[L�KP�LYLUJLZ�PU�[OLPY�TVSLJ\SHY�^LPNO[�K\L�[V�[OL�WYLZLUJL�

or absence of NAPs, aboBTXA, incoBTXA, and onaBTXA would 

IL�L_WLJ[LK�[V�OH]L�[OL�ZHTL�ÄLSK�VM�L�LJ[��NP]LU�[OH[�5(7Z�HYL�

thought to dissociate from the core neurotoxin upon reconstitution. 

*VUZPZ[LU[�^P[O�[OPZ�JVUJLW[��HU�HUPTHS�Z[\K`�MV\UK�KP�\ZPVU�[V�

adjacent muscles was similar for the 3 BTXA products and was 

limited overall.19

 

A small pilot study evaluating patients being treated for forehead 

hyperhidrosis reported that aboBTXA was associated with a greater 

ÄLSK�VM�HUOPKYV[PJ�L�LJ[�[OHU�^HZ�VUH);?(�20�/L_ZLS�HUK�JVSSLHN\LZ�

JVUK\J[LK�H�ZLYPLZ�VM�JVTWHYH[P]L�Z[\KPLZ�L]HS\H[PUN�[OL�ÄLSK�

VM�L�LJ[�MVSSV^PUN�MVYLOLHK�PUQLJ[PVUZ�VM�HIV);?(�HUK�VUH);?(�

\ZPUN�KP�LYLU[�JVU]LYZPVU�YH[PVZ�HUK�JVUJS\KLK�[OH[�HU`�KP�LYLUJLZ�

IL[^LLU�[OL�WYVK\J[Z�YLÅLJ[�[OL�KVZL�KLWLUKLUJ`�VM�KP�\ZPVU�21-23 A 

review of these and other studies also supports the notion that dose 

PZ�[OL�KL[LYTPUPUN�MHJ[VY�PU�[OL�ÄLSK�VM�L�LJ[�24 

Experts’ Clinical Perspectives

Dr Yoelin:�-YVT�`V\Y�L_WLYPLUJL��HYL�[OLYL�KP�LYLUJLZ�PU�ÄLSK�VM�L�LJ[�

with the various BTXA products?

Dr Kaufman:�0�[OPUR�[OLYL�PZ�UV�KP�LYLUJL�PU�ZWYLHK�VY�KP�\ZPVU�

among the 3 BTXA products when all other injection parameters 

HYL�JVUZ[HU[��0M�\ZPUN�H��!��JVU]LYZPVU�YH[PV�MVY�HIV);?(!VUH);?(��

OV^L]LY��0�TPNO[�IL�NP]PUN�H�ZSPNO[S`�OPNOLY�KVZL�VM�HIV);?(�]Z�

VUH);?(��HUK�[OPZ�TPNO[�YLZ\S[�PU�H�ZSPNO[S`�SHYNLY�ÄLSK�VM�L�LJ[�MVY�

aboBTXA.

Dr Cohen: A study reporting similar outcomes with aboBTXA 

treatment of crow’s feet, whether the dose was injected into 

1 or 3 sites, might also be interpreted as evidence for spread with 

aboBTXA.25 0M�KVZL�HUK�V[OLY�WV[LU[PHS�]HYPHISLZ�HYL�JVU[YVSSLK��0�KV�

UV[�[OPUR�[OLYL�PZ�HU`�[OLVYL[PJHS�IHZPZ�VY�YLHS�L]PKLUJL�[V�Z\WWVY[�

[OL�PKLH�[OH[�[OLYL�TPNO[�IL�ÄLSK�VM�L�LJ[�KP�LYLUJLZ�HTVUN�[OL�

);?(�WYVK\J[Z��/H]PUN�ZHPK�[OH[��OV^L]LY��HIV);?(�PZ�T`�WYLMLYYLK�

WYVK\J[�PM�0�HT�[YLH[PUN�WH[PLU[Z�^OV�OH]L�H�SHYNL�MHU�ZOHWLK�HYJO�

of lateral canthal rhytides (in which the patients’ crow’s feet are 

extensive, often extending from the lateral orbital rim to the temple 

OHPY�SPUL��Z\JO�HZ�PU�LUK\YHUJL�H[OSL[LZ�^OV�[YHPU�HUK�ZX\PU[�MVY�

SVUN�WLYPVKZ�VM�[PTL��ILJH\ZL�PU�T`�OHUKZ��P[�^VYRZ�IL[[LY�[OHU�

[OL�V[OLY�[V_PUZ�PU�[OH[�ZL[[PUN��0�KV�UV[�RUV^�PM�P[�PZ�H�KVZL�YLSH[LK�

WOLUVTLUVU�L_WSHPULK�I`�[OL�JVU]LYZPVU�YH[PV�0�HT�\ZPUN�VY�H�

WYVK\J[�YLSH[LK�ÄLSK�VM�L�LJ[�KP�LYLUJL�

Immunogenicity

)LJH\ZL�[OL`�HYL�MVYLPNU�WYV[LPUZ��IV[O�[OL�����R+H�UL\YV[V_PU�

and the NAPs can stimulate antibody formation.26 Antibodies to the 

UL\YV[V_PU�[OH[�ISVJR�P[Z�IPUKPUN�[V�UL\YVUHS�JLSSZ�TPNO[�¸UL\[YHSPaL¹�

the neurotoxin’s activity. Antibodies to the NAPs, however, do not 

H�LJ[�UL\YV[V_PU�HJ[P]P[ �̀27 

According to the literature, factors associated with the development 

of neutralizing BTXA antibodies include use of higher doses and 

a shorter interval between injections (< 2 months).26 Compared 

with therapeutic indications, such as for the treatment of dystonia, 

cosmetic BTXA treatments use low doses, and reported rates 

of development of neutralizing antibodies in patients treated for 

cosmetic applications with any of the BTXA products are low or 

absent (0% to 0.28%).28,29 

Furthermore, the development of neutralizing antibodies to BTXA 

KVLZ�UV[�HIZVS\[LS`�YLZ\S[�PU�SHJR�VM�YLZWVUZL��HUK�WH[PLU[Z�TPNO[�

become nonresponders to BTXA injections without evidence of 

developing antibodies to BTXA.28,30�3VZZ�VM�ILULÄ[�PU�[OL�SH[[LY�

ZP[\H[PVU�TPNO[�IL�L_WSHPULK�I`�T\ZJSL�HKHW[H[PVU��PUHKLX\H[L�

KVZPUN��PTWYVWLY�HKTPUPZ[YH[PVU�[LJOUPX\L��HUK�\UYLHSPZ[PJ�WH[PLU[�

expectations.24

http://tinyurl.com/AboutFaceDT
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ABOUT Case: Treatment of Male Glabella
From the Files of Joely Kaufman, MD

(����`LHY�VSK�THU�WYLZLU[LK�[V�[OL�V�JL�JVTWSHPUPUN�VM�H�¸^LPYK¹�
SVVR�[V�OPZ�MVYLOLHK�HM[LY�OL�^HZ�[YLH[LK�H[�HUV[OLY�V�JL����KH`Z�
WYPVY��/L�^HZ�UV[�Z\YL�^OPJO�);?(�OL�OHK�YLJLP]LK��6U�L_HTPUH[PVU��
OL�OHK�LSL]H[PVU�VM�[OL�SH[LYHS�IYV^�H[�YLZ[�HUK�L_[LUZP]L�WLHRPUN�
on animation (Figure 2A)��;̂ V�����<�KVZLZ�VM�HIV);?(�^LYL�
HKTPUPZ[LYLK�[V�UVYTHSPaL�[OL�MYVU[HSPZ�HJ[P]H[PVU�HUK�NP]L�OPT�H�
Z[YHPNO[LY��TVYL�UH[\YHS�SVVRPUN�THSL�IYV^ (Figure 2B). 

  

 

:L_�KP�LYLUJLZ�PU�HUH[VT`�HUK�MHJPHS�HLZ[OL[PJZ�ZOV\SK�IL�JVUZPKLYLK�

when treating glabellar lines with BTXA. Most men have a stronger 

MYVU[HSPZ�[OHU�KV�^VTLU�HUK�SVVR�ILZ[�^P[O�H�Z[YHPNO[��TVYL�THZJ\SPUL��

brow. This changes the approach to the standard injection patterns 

\ZLK�PU�^VTLU��;OL�\UKLZPYHISL��¸:WVJR�SPRL¹�HWWLHYHUJL�KLZJYPILK�

HIV]L�PZ�H�ZPKL�L�LJ[�JVTTVUS`�ZLLU�PU�TLU�HM[LY�PUQLJ[PVU�VM�[OL�

glabella with the typical 5-point injection pattern, which does not 

include injections into the lateral frontalis. Although the prescribing 

information for the BTXA products recommends 5 injection points,1-3 a 

7-point pattern with the addition of bilateral injections above the lateral 

Z\WLYPVY�VYIP[HS�YPT�HJJV\U[Z�MVY�[OL�SPRLSPOVVK�[OH[�[OL�SH[LYHS�IYV^�^PSS�

elevate, and this injection pattern might be preferable in men to avoid 

brow arching. 

Figure 3 demonstrates a 7-point injection pattern that could be 

followed on a male brow at the initial visit. A higher dose of 

neurotoxin is generally needed when treating men because they 

tend to have larger and stronger muscles than do women. For such 

injections using aboBTXA, the 300-U vial is reconstituted with 2 mL 

VM�KPS\LU[��(�[V[HS�HIV);?(�KVZL�^V\SK�IL� ��<·���<�PUQLJ[LK�H[�

each of 5 sites in the glabellar complex and 7.5 U at each of 

��MVYLOLHK�ZP[LZ��0M�\ZPUN�[OL�V[OLY�);?(�HNLU[Z��[OL�[V[HS�KVZL�MVY�

onaBTXA would be 30 U (5 U at each of the 5 glabellar sites and 

2.5 U at each of the 2 forehead sites) and 42 U for incoBTXA (7 U 

MVY�LHJO�NSHILSSHY�ZP[L�HUK�����<�WLY�MVYLOLHK�ZP[L���0M�[OL�[HPS�VM�[OL�

corrugator is not strong, fewer units are injected at the lateral site.  

Swelling, bruising, pain at the injection site, and headache can occur 

after all BTXA treatments, but these adverse events are generally 

TPSK�HUK�[LTWVYHY �̀�*VTWSPJH[PVUZ�ZWLJPÄJ�[V�[YLH[TLU[�VM�NSHILSSHY�

rhytides include eyebrow ptosis, upper eyelid ptosis, and eyelid 

sensory disorder.32  

Experts’ Clinical Perspectives

Dr Cohen: (ULJKV[HSS �̀�0�OH]L�OLHYK�VM�WH[PLU[Z�^OV�ILJHTL�

UVUYLZWVUKLYZ�HM[LY�KL]LSVWPUN�HU[PIVKPLZ��I\[�Z\IZLX\LU[S`�

ILJHTL�YLZWVUZP]L�HNHPU�HM[LY�ZVTL�WLYPVK�VM�[PTL��0�OH]L�ZL]LYHS�

WH[PLU[Z�^OVT�0�[YLH[�MVY�O`WLYOPKYVZPZ�VY�H�JVZTL[PJ�PUKPJH[PVU��VY�

both) using a shorter interinjection interval; in my experience, they do 

UV[�ZLLT�[V�OH]L�HU`�OPNOLY�YPZR�VM�ILJVTPUN�UVUYLZWVUKLYZ��0�[OPUR�

[OPZ�PTT\UVNLUPJP[`�YPZR�ZPNUPÄJHU[S`�KLJSPULK�ZPUJL�VUH);?(�OHK�P[Z�

protein load dramatically decreased in 1996. 

Dr Glaser:�0[�PZ�SPRL^PZL�T`�L_WLYPLUJL�\ZPUN�);?(�MVY�JVZTL[PJ�

treatments that shortening the injection interval does not lead to a 

decrease in or loss of response. 

ABOUT Case: Treatment of Female Glabella
From the Files of Steve G. Yoelin, MD

(����`LHY�VSK�^VTHU�WYLZLU[LK�[V�YLK\JL�[OL�HWWLHYHUJL�VM�
NSHILSSHY�YO`[PKLZ��:OL�^HZ�[YLH[LK�^P[O�PUJV);?(��;OL�����<�]PHS�
VM�PUJV);?(�^HZ�YLJVUZ[P[\[LK�^P[O�����T3�VM�IHJ[LYPVZ[H[PJ�ZHSPUL��
<ZPUN�H���.�����PU�Z`YPUNL��H�[V[HS�KVZL�VM����<�^HZ�PUQLJ[LK�HJYVZZ�
��ZP[LZ�HZ�MVSSV^Z!���<�PU[V�LHJO�TLKPHS�JVYY\NH[VY����<�PU[V�LHJO�
SH[LYHS�JVYY\NH[VY��HUK���<�PU[V�[OL�WYVJLY\Z (Figure 1A)��0U�HKKP[PVU��
����<�^HZ�PUQLJ[LK�PU[V�[OL�VYIPJ\SHYPZ�VJ\SP�H[�LHJO�SH[LYHS�IYV^�[V�
LUOHUJL�IYV^�SPM[PUN�(Figure 1B).

Manufacturers recommend dividing the BTXA dose across 5 sites 

when treating glabellar lines and using total doses of 20 U for 

incoBTXA and onaBTXA and 50 U for aboBTXA.1-3 This patient had 

a strong frown, so a higher dose was used to result in a greater 

K\YH[PVU�VM�L�LJ[��0U�HKKP[PVU��P[�PZ�ZHML�[V�JVTWSL[LS`�YLSH_�[OL�

glabellar complex. Although BTXA injection into the corrugator and 

procerus muscles will result in eyebrow elevation through relaxation 

of the depressor actions of the corrugator procerus muscle, 

administering 2 additional injections into the orbicularis oculi at each 

lateral brow results in enhanced browlifting by relaxing the depressor 

WVY[PVU�VM�[OL�VYIPJ\SHYPZ�VJ\SP��>LHRLUPUN�VM�HSS�VM�[OL�KLWYLZZVYZ�

of the brow, central (including procerus) and lateral, will elevate 

the brow and can also result in reduction of lower forehead lines 

ZLJVUKHY`�[V�UL\YV[V_PU�ÄLSK�VM�L�LJ[��

Eyelid ptosis can occur after BTXA treatment for glabellar lines. The 

YPZR�JHU�IL�TPUPTPaLK�I`�RLLWPUN�[OL�PUQLJ[PVUZ�PU[V�[OL�JVYY\NH[VY�

muscle at least 1 cm above the brow and not lateral to the 

midpupillary line; applying digital pressure over the supraorbital rim 

during corrugator injection; and pointing the needle superiorly, away 

from the orbit.31�,`LSPK�W[VZPZ�PZ�ZLSM�SPTP[PUN"�PM�[YLH[TLU[�PZ�YLX\PYLK��

an ophthalmic alpha-adrenergic agonist (eg, apraclonidine, 0.5%) 

can be used to elevate the ptotic eyelid.

2.5 U 

5 U

Figure 1. Glabellar rhytides 

were treated with 30 U of

incobotulinumtoxinA as shown (A). 

A total dose of 30 U would be 

administered if onabotulinumtoxinA 

was used. A total dose of 90 U 

would be administered if 

abobotulinumtoxinA was used.

Two injections of 2.5 U of 

incobotulinumtoxinA were 

injected at each lateral 

brow to enhance lifting (B). 

A

B

Steve G. Yoelin, MD

Steve G. Yoelin, MD

Figure 2. Corrective 

treatment of brow 

arching in a male patient 

using 2 injections of 

abobotulinumtoxinA (7.5 U 

each) in the lateral portions 

of the frontalis (A) to 

achieve a smoother, more 

natural appearance (B).

7.5 U
A

B

Joely Kaufman, MD

Joely Kaufman, MD

Figure 3. A 7-point injection 
pattern prevents elevation 
of the brow, especially in 
male patients. Total dose 
of abobotulinumtoxinA, 
incobotulinumtoxinA, and 
onabotulinumtoxinA 
administered would be 90 U, 
42 U, and 30 U, respectively, 
using this 7-point pattern 
in a typical case involving 

a male patient.

Joely Kaufman, MD



7For instant processing, complete the CME/CE post test online at http://tinyurl.com/AboutFaceDT

ABOUT Case: Treatment for Perioral Rhytides
From the Files of Joel L. Cohen, MD

(����`LHY�VSK�^VTHU�WYLZLU[Z�MVY�YLQ\]LUH[PVU�VM�WLYPVYHS�L[JO�
SPULZ��:OL�^HZ�[YLH[LK�^P[O���<�VM�VUH);?(�PU[V�[OL�VYIPJ\SHYPZ�
VYPZ�T\ZJSL��\ZPUN�H�����JJ�PUZ\SPU�ULLKSL�^P[O�H���.�ZOVY[�O\I�
(Figure 4A)��;YLH[TLU[�^P[O�H�SV^�KVZL�VM�);?(�JHU�OLSW�KLSH`�
[OL�KL]LSVWTLU[�VY�^VYZLUPUN�VM�WLYTHULU[�L[JOPUN��HUK�YLWLH[�
[YLH[TLU[Z�L]LY`�ML^�TVU[OZ�TPNO[�ZVM[LU�[OL�HWWLHYHUJL�VM�
L_PZ[PUN�SPULZ (Figure 4B).

 

9LWL[P[P]L�K`UHTPJ�HJ[P]P[`�VM�[OL�VYIPJ\SHYPZ�VYPZ�T\ZJSL�JHU�SLHK�

to development of static radial perioral rhytides. BTXA can relax 

[OL�VYIPJ\SHYPZ�VYPZ��I\[�[OL�RL`�PZ�[V�\ZL�H�SV^�LUV\NO�KVZL�[OH[�

^PSS�ZVM[LU�[OL�T\ZJ\SH[\YL�HYV\UK�[OL�WOPS[Y\T�^P[OV\[�ZPNUPÄJHU[S`�

H�LJ[PUN�[OL�SH[LYHS�VYIPJ\SHYPZ�PU�H�THUULY�[OH[�^PSS�PU[LYMLYL�^P[O�

MHJPHS�L_WYLZZPVUZ�HUK�SPW�M\UJ[PVU��0U�H�Z[\K`�PU]LZ[PNH[PUN�VUH);?(�

treatment of hyperdynamic perioral lines, doses of 7.5 and 12.0 U 

were associated with similar improvement and duration, but the 

higher dose was associated with more adverse events, including 

JOHUNLZ�PU�[OL�HIPSP[`�[V�^OPZ[SL��KYPUR�MYVT�H�Z[YH �̂�W\YZL�[OL�SPWZ��

HUK�LU\UJPH[L�[OL�SL[[LYZ�¸W¹�HUK�¸I¹�33 There might also be feelings 

of general oral incompetence.

Appropriate patient selection is essential because of the potential 

for impairing muscle sphincter function. Clinicians should be very 

cautious about administering BTXA in the orbicularis oris in certain 

patients, including wind instrument players, singers, broadcast 

journalists, and scuba divers. Such patients should be treated with a 

SV^�KVZL��HUK�VUS`�HM[LY�[OVYV\NOS`�L_WSHPUPUN�[OL�YPZRZ��

6W[PTHS�YLQ\]LUH[PVU�VM�[OL�WLYPVYHS�YLNPVU�SV^LY�MHJL�VM[LU�YLX\PYLZ�H�

multimodal approach that combines BTXA with additional procedures 

that address other age- or photodamage-related changes, including 

ZRPU�[L_[\YL�HUK�SH_P[ �̀�(JJVYKPUN�[V�JSPUPJPHU�L_WLYPLUJL��[OL�ILZ[�\ZL�

of BTXA around the mouth is as an adjuvant therapy to resurfacing. 

;YLH[PUN�[OL�VYIPJ\SHYPZ�VYPZ�HWWYV_PTH[LS`���^LLR�ILMVYL�HISH[P]L�

YLZ\YMHJPUN�^LHRLUZ�[OL�T\ZJSL�HUK�SPTP[Z�[OL�L_[LU[�[V�^OPJO�P[�JHU�

JVU[YHJ[��[OLYLI`�WYL]LU[PUN�PTWYPU[PUN�VM�SPULZ�PU�[OL�ZRPU�K\YPUN�[OL�

healing process.34 Studies have also shown that pretreatment with 

neuromodulators before other procedures, including surgery involving 

ZRPU�JHUJLY�YLWHPYZ��JHU�SLHK�[V�H�TVYL�MH]VYHISL�L�LJ[�VU�[OL�J`[VRPUL�

HUK�JOLTVRPUL�WH[O^H`Z��SLHKPUN�[V�H�IL[[LY�YLZ\S[�35-37

ABOUT Case: Treatment of a Small Eye
From the Files of Ava Shamban, MD  

(����`LHY�VSK�^VTHU�WYLZLU[LK�MVY�[YLH[TLU[�[V�JVYYLJ[�L`L�ZPaL�
HZ`TTL[Y �̀�5V[L�[OL�ZTHSSLY�WHSWLIYHS�HWLY[\YL�VU�[OL�SLM[�ZPKL�
VM�OLY�MHJL��^OPJO�^HZ�[OV\NO[�[V�IL�H[�SLHZ[�WHY[S`�OLYLKP[HY`"�
[OL�KPLYLUJLZ�PU�]LYTPSPVU�JVU[V\Y��^OPJO�JVUMLYYLK�H�ZULLYPUN�
HWWLHYHUJL�H[�YLZ["�HUK�[OL�KL]LSVWTLU[�VM�H�KPTWSL�PU�[OL�TLKPHS�
HZWLJ[�VM�[OL�\WWLY�SLM[�JOLLR�\WVU�HUPTH[PVU�K\L�[V�Z`URPULZPZ�
(Figures 5A and 5B)��(�[V[HS�VM����<�VM�VUH);?(����<�����T3��^HZ�
PUQLJ[LK�Z\IJ\[HULV\ZS �̀�\ZPUN�H���.������PU�HLZ[OL[PJ�ULLKSL�
(Figure 5B)��(M[LY�);?(�PUQLJ[PVU��[OL�[YLH[LK�L`L�UV�SVUNLY�HWWLHYLK�
¸ZX\PU[`¹��HUK�P[Z�ZPaL�YLZLTISLK�[OL�JVU[YHSH[LYHS�L`L�(Figure 5C). 
;OL�WH[PLU[�^HZ�KLSPNO[LK�^P[O�[OL�V\[JVTL�HUK�JVU[PU\LZ�[V�IL�
[YLH[LK�L]LY`�����TVU[OZ��

0UQLJ[PVU�VM�);?(�Q\Z[�PUMLYPVY�[V�[OL�SV^LY�SHZO�THYNPU�^PKLUZ�[OL�
WHSWLIYHS�HWLY[\YL�I`�^LHRLUPUN�[OL�VYIPJ\SHYPZ�VJ\SP��I\[�P[�PZ�
important to use a low dose (1-2 U of onaBTXA) so that the patient 
will maintain some control of the upper lid and retain the ability 
[V�JSVZL�[OL�L`L�K\YPUN�ZSLLW��0UQLJ[PVU�KPYLJ[S`�H[�[OL�ZP[L�VM�[OL�
KPTWSL�^V\SK�YPZR�WHYHS`ZPZ�VM�[OL�a`NVTH[PJ\Z�TPUVY��YLZ\S[PUN�PU�HU�
asymmetric smile. 

ABOUT Case: Treatment for Perioral and Chin Dimpling
From the Files of Dee Anna Glaser, MD

(����`LHY�VSK�THU�WYLZLU[LK�MVY�SV^LY�MHJL�YLQ\]LUH[PVU�[V�HKKYLZZ�
JOPU�KPTWSPUN�HUK�KV^U^HYK�[\YUPUN�VM�[OL�VYHS�JVTTPZZ\YLZ�
(Figure 6A)��/L�^HZ�[YLH[LK�^P[O�HIV);?("�H�����T3�]PHS�^HZ�KPS\[LK�
^P[O���T3�VM�KPS\LU[��<ZPUN�H���.�ULLKSL��H�[V[HS�VM����<�^HZ�PUQLJ[LK�
PU���LX\HS�HSPX\V[Z�PU[V�[OL�KLWYLZZVY�HUN\SP�VYPZ�T\ZJSLZ�VU�LP[OLY�ZPKL�
VM�[OL�MHJL�HUK�[OL�JLU[YHS�TLU[HSPZ�T\ZJSL��>OLU�[OL�WH[PLU[�YL[\YULK�
HM[LY���^LLRZ��OL�^HZ�WSLHZLK�^P[O�[OL�V\[JVTL (Figure 6B).

 

  
Appropriate dose selection and proper placement of the neurotoxin 
is important to avoid complications, which can include lower lip 
K`ZM\UJ[PVU�HUK�JOHUNL�PU�SV^LY�SPW�JVU[V\Y��;V�TPUPTPaL�YPZR��[OL
injections should be delivered into the inferior portion of the depressor 
HUN\SP�VYPZ�HUK�SH[LYHS�[V�[OL�VYHS�JVTTPZZ\YLZ��>OLU�ZLSLJ[PUN�[OL�
appropriate dose of BTXA to administer in areas of the lower face, a 
JVUZLY]H[P]L�HWWYVHJO�PZ�YLJVTTLUKLK�PU�VYKLY�[V�YLK\JL�[OL�YPZR�
VM�HKTPUPZ[LYPUN�[V_PU�PU[V�[OL�^YVUN�T\ZJSL�HUK�[V�SPTP[�[OL�ÄLSK�VM�
L�LJ[�[OH[�JV\SK�YLZ\S[�MYVT�HKTPUPZ[LYPUN�H�KVZL�[OH[�PZ�[VV�OPNO��
7H[PLU[�MVSSV^�\W�PZ�JY\JPHS"�OH]PUN�[OL�WH[PLU[�YL[\YU���[V���^LLRZ�
after the initial injection allows the clinician to determine if there is an 
optimal improvement, or to re-treat if the results are not optimal. 

Figure 5. Eye asymmetry (A) 

is treated with a total of 

20 U of onabotulinumtoxinA 

subcutaneously as shown (B). 

0U�ZPTPSHY�JHZLZ��H�[V[HS�VM�
60 U of abobobulinumtoxinA 

or 20 U of incobotulinumtoxinA 

would be used. After the 

injection, the eye appeared 

more symmetrical (C).

A

B

C

1 U

2 U

4 U

1 U 

2 U

Figure 4. Perioral lines in the 

upper lip treated with 6 U of 

onabotulinumtoxinA as shown (A). 

0U�ZPTPSHY�JHZLZ��[V[HS�KVZL�YHUNLZ�

for other botulinum neurotoxin 

type A agents are 10 to 22 U of 

abobotulinumtoxinA and 4 to 8 U 

of incobotulinumtoxinA. A low 

dose of botulinum neurotoxin type 

(�ZVM[LUZ�[OL�^YPURSLZ�PU�[OL�\WWLY�

lip without hindering function and 

expression (B). 

A

B

Joel L. Cohen, MD

Joel L. Cohen, MD

Figure 6. A total of 30 U 

of abobotulinumtoxinA 

to treat a dimpled chin 

and downturned corners 

of the mouth (A). Ten units 

were injected in each of the 

locations. To achieve 

similar results with 

other agents, 5 U of 

onabotulinumtoxinA or 

6 U of incobotulinumtoxinA 

would be administered 

in each site. Major 

improvement was seen at 

MVSSV^�\W���^LLRZ�HM[LY�

the injection (B). 

A

B

Dee Anna Glaser, MD

10 U

Ava Shamban, MD

Ava Shamban, MD

Ava Shamban, MD

Dee Anna Glaser, MD
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ABOUT FACE Summary Points

Four BTXA products are commercially available for cosmetic use.

�� They are not interchangeable

�� The products vary compositionally and in their manufacturing 

processes 

�� 7V[LUJ`�\UP[Z�HYL�WYVK\J[�ZWLJPÄJ

�� +P�LYLUJLZ�PU�5(7�JVU[LU[�HTVUN�WYVK\J[Z�PZ�[OV\NO[�[V�OH]L�UV�

L�LJ[�VU�L�JHJ`�VY�ZHML[`

There is no universally accepted conversion ratio among BTXA products.

�� Several reviews and experts suggest the ratio for aboBTXA:onaBTXA 

is between 2:1 and 3:1 

�� Several reviews suggest the ratio for incoBTXA:onaBTXA is 1:1, but 

some experts believe it is higher (between 1.2:1 or 1.5:1)

Practitioners might vary the diluent volume used to reconstitute BTXA 

products, depending on site of injection, treatment goals, patient-

ZWLJPÄJ�JOHYHJ[LYPZ[PJZ��HUK�TH[OLTH[PJHS�LHZL�VM�KVZL�JVU]LYZPVU�

among products.

4V]LTLU[�VM�);?(�H^H`�MYVT�[OL�ZP[L�VM�PUQLJ[PVU�H�LJ[Z�L�JHJ`�HUK�

safety outcomes.

�� -PLSK�VM�L�LJ[��^OPJO�YLWYLZLU[Z�[OL�V]LYHSS�HYLH�H�LJ[LK��JHU�]HY`�

according to injection characteristics, BTXA dose and concentration, 

injection site, postinjection massage, facial exercises, and 

manipulation

�� :VTL�L_WLY[Z�ILSPL]L�[OH[�YLWVY[LK�KP�LYLUJLZ�PU�ÄLSK�VM�L�LJ[�

HTVUN�WYVK\J[Z�YLÅLJ[�KP�LYLUJLZ�PU�KVZL�VY�V[OLY�PUQLJ[PVU�

WHYHTL[LYZ�YH[OLY�[OHU�HU`�WYVK\J[�ZWLJPÄJ�JOHYHJ[LYPZ[PJ

9LWVY[LK�YH[LZ�VM�UL\[YHSPaPUN�HU[PIVK`�KL]LSVWTLU[�^P[O�JVZTL[PJ�\ZL�

of BTXA products is low or absent. 

Careful dose selection and proper placement of BTXA injections 

is needed to achieve the desired cosmetic result and to avoid 

complications.

�� Swelling, bruising, pain at the injection site, and headache can occur 

after all BTXA treatments

https://www.accessdata.fda.gov/drugsatfda_docs/nda/2019/761085Orig1s000TOC.cfm.PublishedMarch9
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2019/761085Orig1s000TOC.cfm.PublishedMarch9
http://tinyurl.com/AboutFaceDT
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