
https://dermatologyfoundation.org/


https://dermatologyfoundation.org/


https://www.gotoper.com/
https://www.dermatologytimes.com/


4

columns
DermatologyTimes® OCTOBER 2019

4

DermatologyTimes® is guided by a core group of trusted physician experts 

who review meetings; suggest topics & sources; & conduct interviews.

our MISSION
Provide practical 
analysis of recent 

studies, regulatory 
updates, techniques, 

devices & business 
solutions; and 

facilitate discussion to 
optimize practice and 
improve patient care.

DR. ZOE DIANA DRAELOS

Dr. Draelos is a consulting professor of 

dermatology, Duke University School 

of Medicine, Durham, N.C.

DR. RONALD G. WHEELAND
Dr. Wheeland is a private practitioner in 

Tucson, Ariz.

DR. NORMAN LEVINE 

Dr. Levine is a private 

practitioner in Tucson, Ariz.

DR. ELAINE SIEGFRIED

Dr. Siegfried is professor of pediatrics 

& dermatology, Saint Louis University 

Health Sciences Center, St. Louis, Mo.

Dr. Seth Matarasso
San Francisco, California

Dr. Albert Yan
Philadelphia, Pennsyvania

Dr. Ranella Hirsch
Boston, Massachusetts

Dr. Philip Werschler
Spokane, Washington

Dr. David Goldberg
New York City, New York

Dr. Helen Torok
Medina, Ohio

Dr. Roy Geronemus
New York City, New York

Dr. James Spencer
St. Petersburg, Florida

Dr. Patti Farris
New Orleans, Louisiana

Dr. Joel Schlessinger
Omaha, Nebraska

Dr. Tina Alster
Washington D.C.

40
A N N I V E R S A R Y

Y E A R S

industry council
DERMAFORCE  

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

MERZ PHARMACEUTICALS 

Tod Lewis | Director, Strategic Accounts

ORTHODERMATOLOGICS 

Ed Shupenus | Executive Director, Marketing Operations

corporate
CHAIRMAN AND CEO

Mike Hennessy, Sr

VICE CHAIRMAN

Jack Lepping

PRESIDENT

Mike Hennessy, Jr

CHIEF STRATEGY OFFICER & PRESIDENT, AGENCY SERVICES

George Glatcz

CHIEF FINANCIAL OFFICER

Neil Glasser, CPA/CFE C
O

V
E
R

 I
M

A
G

E
: 

content
VICE PRESIDENT, CONTENT & STRATEGY 

Daniel R. Verdon | dverdon@mmhgroup.com 

CONTENT CHANNEL DIRECTOR

Heather Onorati
honorati@mmhgroup.com  |  440.826.2868

AESTHETIC CONTENT EDITOR

Eliza Cabana
ecabana@mmhgroup.com  |  440.891.2671

ASSOCIATE EDITOR 

Jessica Barry
jbarry@mmhgroupm.com  |  440.826.2823

DESIGN DIRECTOR 

Robert McGarr

SENIOR GRAPHIC DESIGNER

Lecia A. Landis

GRAPHIC DESIGNER

Kimberly Chiracu

SENIOR PRODUCTION MANAGER

Karen Lenzen
klenzen@mmhgroup.com | 218.740.6371

sales & marketing
EXECUTIVE VICE PRESIDENT

Brian Haug  |  bhaug@mmhgroup | 609.325.4780

GROUP PUBLISHER, EYE AND SKINCARE

Leonardo Avila  |  lavila@mmhgroup.com | 302.239.5665

PUBLISHER

Amy Ammon  |  aammon@mmhgroup.com | 732.346.3089 

NATIONAL SALES MANAGER

Don Berman  |  dberman@mmhgroup.com | 212.951.6745

NATIONAL ACCOUNTS ASSOCIATE

Bethany Zaccaria  |  bzaccaria@mmhgroup.com | 732.216.4239

ACCOUNT MANAGER, RECRUITMENT ADVERTISING

Joanna Shippoli   |  jshippoli@mmhgroup.com | 440.891.2615

PERMISSIONS

Alexa Rockenstein | arockenstein@mmhgroup.com 

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

SUBSCRIPTION INQUIRIES/CHANGES OF ADDRESS

877.922.2022 | 218.740.6477

EXECUTIVE VICE PRESIDENT, OPERATIONS

Tom Tolvé

SENIOR VICE PRESIDENT, CONTENT

Silas Inman

SENIOR VICE PRESIDENT, I.T. & ENTERPRISE SYSTEMS

John Moricone

SENIOR VICE PRESIDENT, DEVELOPMENT & ENTERPRISE SYSTEMS

JP Uva

SENIOR VICE PRESIDENT, AUDIENCE GENERATION & PRODUCT 
FULFILLMENT

Joy Puzzo

VICE PRESIDENT, HUMAN RESOURCES & ADMINISTRATION

Shari Lundenberg

VICE PRESIDENT, BUSINESS INTELLIGENCE

Chris Hennessy

VICE PRESIDENT, CORPORATE BRANDING & B2B MARKETING

Amy Erdman

EXECUTIVE CREATIVE DIRECTOR, CREATIVE SERVICES

Jeff  Brown

mailto:dverdon@mmhgroup.com
mailto:honorati@mmhgroup.com
mailto:ecabana@mmhgroup.com
mailto:jbarry@mmhgroupm.com
mailto:klenzen@mmhgroup.com
mailto:lavila@mmhgroup.com
mailto:aammon@mmhgroup.com
mailto:dberman@mmhgroup.com
mailto:bzaccaria@mmhgroup.com
mailto:jshippoli@mmhgroup.com
mailto:arockenstein@mmhgroup.com
mailto:Advanstar@wrightsmedia.com
https://www.mjhlifesciences.com/


POINT OF VIEW          Legal Eagle 10          Innovation 12 

5

point of view

T
he intended consequence of Prior Au-
thorizations (PAs) is to minimize use of 
expensive, risky, and inappropriately 
prescribed medications. Some thera-

peutic categories have benefi tted from this interven-
tion, most notably inpatient antibiotic stewardship. 
But when broadly applied, most of the policies are 
about cost, masquerading as safety, resulting in de-
layed or restricted access to recommended medica-
tions, and no comparable alternatives.

The PA process has defi nitely compromised 
my ability to treat patients. PAs are now required 
for the majority of drugs I prescribe, using 
dumbed-down rationale, most often derived 
from FDA labelling and inconsistently applied. 

Elidel, for example, is FDA-approved for chil-
dren down to age 2, but access often requires a PA. 
On the other hand, betamethasone ointment label-
ling indicates use for only those over age 13, but is 
readily fi lled, without question, for infants. Access 
to newer drugs, like those for itch is denied for 
many patients. The intrusion of PAs on the physi-
cian-patient relationship has surpassed electronic 
medical records as the leading cause of physician 
dissatisfaction. A December 2018 American Med-
ical Association survey completed by 1,000 phy-
sicians corroborated this impression.1 The great 
majority reported that the burden increased over 
the last fi ve years to “high” or “extremely high,” 
and has negatively impacted patient outcomes. 

Almost one third reported that associated 
delays lead to serious or life-threatening adverse 
events for patients. These physicians and their 
staff  spent an average of two business days per 
week on PAs and over one third have staff  mem-
bers whose time is exclusively spent on this task. 

My son was one of those staff  members for two 

years when he worked in a general internist’s offi  ce. 
He was hired as a scribe, but took over PA respon-
sibilities because medical training and experience 
were not required, and the task was so frustrating 
and time-consuming for the clinicians. 

Delegating PAs to low-paid employees may be 
the path-of-least resistance, but it also enables per-
petuation of this meaningless exercise. My son 
and my own staff  have spent hours struggling with 
poorly designed platforms unable to access patient 
information, and waiting on-hold during phone 
calls to speak with equally untrained and inex-
perienced payor representatives. In the internist’s 
offi  ce, denials were common for life-saving drugs 
like insulin. In my offi  ce, PAs impact almost all 
prescriptions I write, from acne to severe infl am-
matory skin disease. In an attempt to understand 
and address this issue, we recently reviewed the 
reasons for our denials. 

Age younger than that indicated on the drug 
label was the most common. Our attorney col-
laborators found a clause in the Aff ordable Care 
Act that bans treatment-related age discrimina-
tion, prompting the following statement in my 
appeal letters: “Restricting access to the medica-
tion on the basis of its FDA-approved indication 
does not excuse the fact that this practice consti-
tutes illegal age discrimination in clear violation 
of section 1557 of the Aff ordable Care Act.” 

Other reasons for denials applicable to patients 
seen in a general dermatology practice, is to enforce 
step-edit requirements or restrict a drug prescribed 
off -label. My appeal for these decisions includes: 
“Your attempt to enforce your general criteria with-
out regard to the extenuating factors in this case is 
essentially the practice of medicine by an organiza-
tion, which is illegal in several states.”

I also frequently request a peer-to-peer review 
and inform the reviewer that their name and 
credentials will be documented in the medi-
cal record. Although involving the patient in the 
PA process is a good idea in theory, neither my 
offi  ce, nor my son’s employer routinely does this, 
because health literacy in the general population 
does not support the success of that strategy.

The evolving practice of medicine has always 
faced obstacles. In the 1980s, dissatisfaction 
stemmed from the new gatekeeper-controlled, 
managed care model. Computers were chang-
ing the acquisition of information and the physi-
cian-dominant power structure was beginning to 
falter. These menaces have been replaced by elec-
tronic data entry, PAs and the consolidation and 
corporatization of medicine. But medicine remains 
a great career with relative autonomy, respectable 
peers and a focus on service to others. 

The practice of medicine will continue to evolve, 
and, hopefully, improve with intelligent voice rec-
ognition software that will be able to record beyond 
verbatim, actually taking notes and learning along 
the way. One day we will have a system that incen-
tivizes prevention, rewards effi  ciency and measures 
true long-term health outcomes.

I strive for a glass-half-full world view and try to 
make lemonade from bitter lemons. So it occurred 
to me that a benefi t of the PA process is to provide 
opportunity for experience and a path to medi-
cal school for a growing army of medical scribes, 
including my son, who was not dissuaded by the 
work. As a fi rst year of medical student, he is look-
ing forward to a rewarding career. e

Reference
1.  2018 AMA Prior Authorization (PA) Physician Survey. American Medical Association 

website: https://www.ama-assn.org/system/fi les/2019-02/prior-auth-2018.pdf. 
Accessed September 2019.

A glass-half-full view of prior authorizations

“ One day we will have a system that incentivizes 
prevention, rewards effi  ciency and measures true 
long-term health outcomes.”

by ELAINE SIEGFRIED, M.D. 

Dr. Siegfried is professor of pediatrics & dermatology, 

Saint Louis University Health Sciences Center, St. Louis, Mo.
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Am I liable if the patient wasn’t mine?

“ The court said  … ‘This case is about a     
 formal medical decision.’ ” 
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Teledermatology risks
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CME or promotion?
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Navigating FMLA
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by DAVID J. GOLDBERG, M.D., J.D. 

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

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

Dr.Wrong has recently been sued in a most disturbing case. Three 
years ago, an independent nurse practitioner (NP) he supervises 
by employment contract, saw a young woman with a pigment-
ed lesion, took a photo of it, and showed it to Dr. Wrong. He saw 
nothing atypical and conveyed this to the nurse practitioner. 
Unfortunately, the patient died two years later from metastatic 
melanoma. The estate ultimately sued both the NP and the der-
matologist. He does not understand. He tells his lawyer that since 
he never saw the patient, he never established a patient-physi-
cian relationship; therefore, should have no liability. Is he right?

A recently decided case in Minnesota, War-
ren v. Dinter took a good look at this situation. 
This case analyzed the essential law underpin-
ning a medical negligence claim – that a doc-
tor-patient relationship must exist for a plain-
tiff  to prevail. Generally, a physician owes no 
duty to a patient without a physician-patient 
relationship. Without a physician-patient rela-
tionship, with no duty owed, there is no lia-
bility for “breach” of that nonexistent duty. In 
what seemed to be a similar case to that of Dr. 
Wrong, the physician was found to have liabil-
ity. Should we now be concerned that a physi-
cian can be held liable for malpractice even if 
there is no physician-patient relationship at all? 

Dinter is a case that shows just how important 
it is to know how that relationship can still form 
when you never see the patient. 

In this case, a patient saw a nurse practitioner 

for abdominal pain, fever and chills. The NP 
found that the patient had a high white count 
and so suspected an infection. The patient also 
had an elevated blood glucose. The NP tried to 
get the patient admitted to the hospital, a pro-
cess which required vetting the case with a hos-
pitalist. The hospitalist attributed the patient’s 
symptoms to diabetes and refused hospitaliza-
tion. The patient subsequently died from sepsis 
caused by an untreated staph infection. Her fam-
ily sued both the nurse practitioner and the phy-
sician for medical malpractice.  

The hospitalist sought to be released from 
the case and a lower court granted it. In 
this case, although the hospitalist blocked 
the admission, the lower court neverthe-
less considered that he was only giving his 
“thoughts,” treating his interaction with the 
NP as an a informal curbside consult provided 

as an act of professional courtesy. 
It was therefore determined that no physi-

cian-patient relationship existed, and no duty of 
care accrued. Accordingly, the case could not be 
maintained against the hospitalist. 

The appellate court reversed this decision. It 
said “Most medical malpractice cases involve an 
express physician-patient relationship. And a phy-
sician-patient relationship is a necessary element 
of malpractice claims in many states. But we have 
never held that such a relationship is necessary to 
maintain a malpractice action under Minnesota 
law. To the contrary: when there is no express 
physician-patient relationship, we have turned to 
the traditional inquiry of whether a tort duty has 
been created by foreseeability of harm.” 

The key word here is “express.” It is not that 
there was no relationship – there was not an express 
relationship created by a direct agreement between 
the doctor and the patient; however, the relation-
ship could still be found in an implied fashion. 

In this case the patient was reliant on the hos-
pitalist’s decision. A failure by the hospitalist to 
adhere to the standard of care in carrying out his 
assessment inevitably harmed the patient. The 
court said the “decision today should not be mis-
interpreted as being about informal advice from 
one medical professional to another. This case is 
about a formal medical decision.” 

Dr. Wrong had a contractual agreement with 
his NP. Although he never actually saw the 
deceased patient, he may be found to have liabil-
ity because of his relationship with the NP. e
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innovation

S
ometimes innovation feels like a process limited 
to scientists, engineers or investors. The regular 
clinician can sometimes feel out of place or out 
of depth. This should absolutely not be the case. 

Clinicians are central to innovation – essential in fact. 
We have already argued before the need to defi ne great 

problems as the fi rst step towards meaningful innova-
tion.1 Clinicians are the ones who both deeply understand 
the problem but also the end users of new innovations. In 
this issue, we want to highlight clinicians again and the 
role they play in innovation. Specifi cally, I am excited to 
present a great, grassroots initiative to get clinicians more 
involved in innovation in dermatology. 

Focus on the Magic Wand Initiative

The Magic Wand Initiative (MWI) is a creative edu-
cational and interactive program designed by-clini-
cians-for-clinicians to empower physicians to identify 
and solve unmet patient needs and teach them the pro-
cess of innovation.2 The MWI cultivates patient-cen-
tered innovation where clinicians identify problems 
worth solving, practice divergent and convergent brain-
storming, collaborate with stakeholders, prototype, 
and possibly commercialize solutions. Throughout this 
journey of innovation, learners have the opportunity 
to partner with other expert clinicians and non-phy-
sicians (i.e. scientists and engineers) to select which 

Creative initiative involves clinicians

“ Now is the time to work together to 
increase clinician engagement in problem-
based research and innovation.”

DermatologyTimes®OCTOBER 2019

FOR THOSE INTERESTED IN LEARNING MORE ABOUT THIS PROGRAM Please visit: www.magicwandinitiative.org/togetinvolved 

by LILIT GARIBYAN, M.D., PH.D., FAAD, 

STEVE XU, M.D., FAAD, AND KACHIU C. LEE, M.D., FAAD

Dr. Xu is an instructor in dermatology at Northwestern University Feinberg School of Medicine; medical director, Center for Bio-

Integrated Electronics, Simpson Querrey Institute for Bionanotechnology, Northwestern University; and, co-founder, Advancing 

Innovation in Dermatology. Dr. Lilit Garibyan is a board-certifi ed dermatologist, assistant professor at Harvard Medical School 

in department of dermatology at Massachusetts General Hospital (MGH) and Physician-Scientist at the Wellman Center for 

Photomedicine at MGH. She is co-founder of the Magic Wand Initiative and the founding co-chair of the Virtual Magic Wand 

program, current director of the Magic Wand Program and the Director of Innovation and External Aff air at AID (Advancing 

Innovation in Dermatology. Dr. Kachiu C. Lee is a board-certifi ed dermatologist and an assistant professor at Temple University. 

She earned her M.D. and Master of Public Health degrees from Northwestern Feinberg School of Medicine and completed her 

dermatology residency at Brown University. Afterwards, she completely a photomedicine and laser fellowship at Massachusetts 

General Hospital at Wellman Center. 
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P
romising topical agents for psoriasis and/or atopic 
dermatitis (AD) that are commercially available or in 
late-stage development include tapinarof, JAK inhibi-
tors, phosphodiesterase (PDE) inhibitors and combi-

nation products with novel patient-friendly vehicles.
In dealing with inf lammatory dermatoses, says George 

Han, M.D., Ph.D., a patient’s desire for nonsteroidal topical 
treatments fi ts into an overall trend toward products perceived 
as natural. He is an assistant professor of dermatology at the 
Icahn School of Medicine at Mount Sinai in New York.

However, he noted, patients should beware of Internet 
“miracle” products. When a colleague had a purported herbal 
cream brought in by a patient analyzed, its main ingredient 
was clobetasol.

Fortunately, says Dr. Han, an increasing number of non-
steroidal treatments for psoriasis and AD are becoming availa-
ble. For starters, he says, many dermatologists are excited about 
tapinarof. 

“Technically it is a natural product, which may satisfy picky 
patients who only want natural remedies,” he says. 

Tapinarof is a small molecule produced by bacteria that live 
off  of nematodes.

MULTIFACETED MECHANISMS 

In AD, which is expected to be tapinarof’s fi rst indication, the 
drug has posted effi  cacy numbers more impressive than those 
of the PDE4 inhibitor crisaborole.

“One of the knocks on crisaborole is that while it has a use-
ful place in our non-steroidal armamentarium, the separation 
between the medication and the vehicle isn’t that great, whereas 
with tapinarof you’re seeing a much larger delta between the 
active ingredient and the placebo control vehicle.” 

In an early eczema trial, tapinarof achieved investigator 
global assessment (IGA) reductions of 43% and 56% in treated 
patients, vs. 15% for placebo.1 

An aryl hydrocarbon agonist, tapinarof inhibits many proin-
fl ammatory mediators associated with cutaneous infl ammation, 
including interferon gamma, TNF-alpha, interleukin (IL)-6 and 
IL-17.1 Additionally, tapinarof has been shown to enhance skin 
barrier function, which is a helpful feature in AD.2 

“It is an intriguing molecule,” Dr. Han says. “If you look 
closely at the atopic dermatitis trials, the vast majority of 
patients who responded to treatment remained clear one month 
later. There are many reasons to believe that tapinarof will be 
helpful in more than one infl ammatory skin condition due to 
its broad eff ect on pro-infl ammatory cytokines.”

In phase 2 psoriasis trials, 53% of tapinarof-treated patients 
achieved IGA 0/1 (with a two-point improvement from base-
line) at week 12, versus 24% for placebo.3 Treatment-emergent 
adverse events aff ected 56% of the tapinarof group, versus 41% 
for placebo. Most adverse events were mild. 

“Those are the best numbers we’ve seen for any nonsteroi-
dal treatment so far,” says Dr. Han. 

Assuming tapinarof earns FDA approval, he says, it will 
bring the fi rst truly novel mechanism to the eczema and psori-
asis markets in quite some time.

LP0133/JTE-052 inhibits JAK 1-3 and tyrosine kinase 
(Tyk) 2. In a phase 2 AD trial, various concentrations yielded 
modifi ed eczema area and severity index (mEASI) reductions 
between 41.7% and 72.9%, vs. 12.2% for placebo (P < 0.001 
for all analyses).4

“Topical JAK inhibitors are going to be interesting because 
not only are we looking for effi  cacy in eczema and psoriasis, but 
those drugs might also get a lot of play in other dermatologic 
conditions such as alopecia areata and vitiligo, for which we 
lack an effi  cacious topical treatment outside of steroids. How-
ever, these conditions are also a little more diffi  cult to design 
trials around, especially alopecia areata, which has a high rate 
of spontaneous recovery.” 

One such medication, he adds, failed to meet primary end-
points due to high rates of treatment response in the vehicle 
treatment group. 

Finding the right JAK inhibitor and formulating it into an 
eff ective topical vehicle has also proven challenging, he says, 
partly because some JAK inhibitors’ molecular heft is not ideal 
for topical application. Topical JAK inhibitors may debut in 
four to fi ve years, Dr. Han estimates.

In AD, he adds, crisaborole ointment appears equivalent to 
a lower-mid-potency steroid. 
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Topical retinoid achieves 
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Patient-reported 

Tx outcomes low.
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IL-17 inhibitors may 
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Topical options expand
Physicians gain tools to treat infl ammatory dermatoses
JOHN JESITUS | Staff  Correspondent

In dealing with 
infl ammatory der-
matoses, a patient’s 
desire for nonste-
roidal topical treat-
ments fi ts into an 
overall trend toward 
products perceived 
as natural.

In an early ecze-
ma trial, tapin-
arof achieved IGA 
reductions of 43% 
and 56% in treated 
patients vs. 15% for 
placebo.

In psoriasis, there 
is room for combi-
nations of existing 
agents with innova-
tive vehicles.
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N
iki Vora’s life has changed dramatically for the 
better since she was a kid with out-of-control and 
untreated atopic dermatitis.  

At 26, Vora is a medical student at University of 
California San Francisco (UCSF). She was enrolled in a dual 
master’s degree program at Berkeley University of California 
last year when an essay she wrote about her experience with 
skin disease earned her a $10,000 Ortho Dermatologics Aspire 
Higher scholarship.

WHAT IT WAS LIKE

Vora grew up with not only atopic dermatitis that she says cov-
ered her body, but she also had excessive hair growth, which 
led to folliculitis.

“You can imagine a teenage girl with a lot of hair on her 
face and a lot of infl ammation on her face. It wasn’t easy. And 
the eczema, unfortunately due to my constant picking and I’m 
guessing sun exposure, led to a lot of hyperpigmentation,” 
Vora said.

But Vora says she just dealt with her skin issues the best she 
could because she didn’t have health insurance and had no 
access to a dermatologist. The problem was she wasn’t really 
dealing with her skin conditions.

“I think derm conditions aff ect us in very insidious ways,” 
Vora says. 

Her skin issues (she also had cystic acne) were visible for 
the world to see. People would comment constantly, she says, 
on how she looked.

“And those comments stay with you your whole life,” she 
says. “When we were kids and people would want to hold 
hands with each other, people wouldn’t want to hold my hand 
because it was icky.”

Vora remembers one of her teachers took pictures of every-
one in her class and posted one photo at a time in a Power Point 

presentation at the end of the school year. Classmates com-
mented on every photo except Vora’s. When hers was up on 
the screen, everyone was silent, she says.

THINGS GOT BETTER WITH THE RIGHT CARE

Vora fi nally saw a dermatologist when she was in college. Her 
mother saved for a decade, she says, so Vora also could get full-
body laser hair removal.

“Finally having care and also having laser hair removal 
helped my conditions a lot. My eczema was under control and 
because I was removing hair, I had less folliculitis. I used to 
have bad cystic acne. All of that was decreased. My hyperpig-
mentation started going away,” Vora says. “It was crazy. In a 
span of I think two years my skin started to look clear.

“And I feel like people treat you nicer when you have clear 
skin.” 

Vora’s dermatologist prescribed topical triamcinolone and 
hydrocortisone. It also helped that Vora received guidance on 
how to moisturize her skin. 

Prior to seeing the dermatologist, Vora says she would hap-
hazardly moisturize her skin with whatever fragrance-fi lled 
products she had. That didn’t help. What helped was being 
more conscious of what she put on her skin and moisturizing 
after showers with moisturizers with ceramides. 

“Now I just have a little tube of triamcinolone in case I have 
a fl air up. But everything has been pretty under control for me, 
which I’m really grateful for,” she says. 

The dermatologist helped by being kind and listening. It 
was the fi rst time, Vora says, that a doctor didn’t just tell Vora 
to wash her face with soap.

“Can you imagine hearing that for your entire life? It was 
the fi rst time someone who specialized in skin was looking at 
me and said I know what you’re going through…. They aren’t 
down-playing the eff ect it has on someone,” Vora says. 

18

clinical

LISETTE HILTON | Staff  Correspondent

Niki Vora grew up 
with atopic dermatitis 
covering a signifi cant 

portion of her body 
as well as excessive 
hair growth that led 

to folliculitis.

She was enrolled in a 
dual master’s degree 
program at Berkeley 

University of California 
when an essay she 

wrote earned her 
the $10,000 Ortho 

Dermatologics Aspire 
Higher scholarship.

She is now a 
medical student at 

University of California, 
San Francisco and 

considering 
dermatology as her 

specialty of focus.
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of botulinum toxin type A.5 
San Francisco derma-

tologist Seth L. Matarasso, 
M.D., says neurotoxins have 
been pivotal in dermatology 
and dermatologic surgery — 
for aesthetic and therapeutic 

indications. 
“I’ve been in practice for over 25 years, and I 

think the introduction of neurotoxins has been 
nothing short of groundbreaking,” Dr. Matarasso 
says. “In the aesthetic arena, neurotoxins are safe, 
reliable and so predictable, and patients are uni-
versally pleased with the outcomes. These are 
just some of the therapeutic indications: migraine 
headaches, temporomandibular joint syndrome 
with concomitant bruxism. Just yesterday I 
treated a 19-year-old boy who was socially ostra-
cized because of profound hyperhidrosis. So, from 
my perspective, this class of products has had a 
truly dramatic impact on how we can best treat 
patients.”

Dermatologists and others are just seeing the 
tip of the iceberg in terms of potential benefit 
from neurotoxins, according to Dr. Matarasso. 

With years of experience in using these prod-
ucts, dermatologists are realizing the power of 
neurotoxins and that “a little is good and a lot is 
not better,” Dr. Matarasso says. The problem is 
there is little regulation of neurotoxins, and that 
could put a black eye on its potential. 

“This is not a product to be underestimated,” 
he says.

BIOLOGICS FOR PSORIASIS

Finding the best treatment for psoriasis has 
clearly been top of mind for many dermatolo-
gists. One the most read and cited articles in the 
Journal of the American Academy of Dermatol-
ogy in the past decade has been “Psoriasis causes 
as much disability as other major medical dis-
eases,”6 by Rapp et al, according to Dr. Waibel. 

And psoriasis is among the top 10 conditions 
most commonly seen by dermatologists, accord-
ing to the Cutis article.

“Psoriasis has become an immensely burden-
some disease with increasing focus from the best 
dermatological minds. The emergence of the fi rst 
class of biologics, TNF inhibitors, began around 
2003 and achieved some success. However, the 
second class, emerging closer to 2009, which 
includes [interleukin-] IL-23 and IL-17 inhib-
itors, has been the true revolution of psoriasis 
treatment,” Dr. Waibel says. “New biologic treat-
ment has allowed for 95% or even full clearance 
in the most severe full body psoriasis patients 
with limited-to-no side eff ects. Compared with 
traditional approaches for severe patients, such 
as methotrexate, cyclosporine and other broad 
scale immunosuppressants, these medications 
have a substantially higher safety profile with 

greater efficacy. Additionally, biologics, sys-
temic reduction of psoriasis-induced inf lam-
mation, target cardiac comorbidities, which are 
known to be elevated in patients with infl amma-
tory disorders.”

Biologics literally changed 
psoriasis treatment, and for 
the first time, offered hope 
and clearance for not only the 
skin but also the joints, says 
Medina, Ohio, dermatologist 
Helen M. Torok, M.D. 

The introduction of bio-
logics for psoriasis also has revolutionized treat-
ment for many other diseases, according to New 
York City-based dermatologist Mark Lebwohl, 
M.D. 

“We now treat cancers, 
rheumatoid arthritis, sarcoid, 
infl ammatory bowel disease, 
and many others with biologic 
therapies. Now, all we have to 
do is make them aff ordable!” 
Dr. Lebwohl says.

Psoriasis treatment contin-
ues to evolve, according to Dr. Torok. 

“I’m Looking forward to the advancement of 
cutaneous diseases with the [Janus kinase] JAK 
inhibitors,” Dr. Torok says. “We live in an excit-
ing time in dermatology.”

A FIRST FOR PROLIFERATING 

INFANTILE HEMANGIOMA

The FDA approved propranolol hydrochloride 
(Hemangeol, Pierre Fabre Pharmaceuticals) on 
March 14, 20147 for the treatment for prolifer-
ating infantile hemangioma requiring systemic 
therapy. Hemangeol is the only FDA-approved 
treatment for the indication. 

Infantile hemangiomas are the most common 
infantile tumor, with a prevalence of infantile 
hemangioma in mature neonates around 4.5%, 
according to a recent article in the Pan African 
Medical Journal.8

While most infantile hemangiomas regress 
spontaneously without therapy, about 10% to 
15% of cases have complications. 

“Therapeutic eff ect of propranolol over infan-
tile hemangioma was detected incidentally in 
the year 2008, when regression of facial heman-
gioma was noted in a child while being treated 
for hypertrophic cardiomyopathy by this mole-
cule,” the authors write. “Since then, it is being 
used for infantile hemangioma and currently oral 

propranolol is the treatment 
of choice for this condition.” 

Hemangeol is among the 
practice-changers for Saint 
Louis, Mo., based pediat-
ric dermatologist Elaine C. 
Siegfried, M.D., whose other 

picks for biggest dermatology breakthroughs in 
the last 40 years were isotretinoin, biologics for 
psoriasis and dupilumab (Dupixent, Sanofi  and 
Regeneron Pharmaceuticals).

“[The advances in dermatology] improve a 
clinician’s quality of life almost as much as their 
patients’,” Dr. Siegfried says. 

Which brings us to dupilumab for atopic 
dermatitis. 

On March 28, 2017, the FDA approved dup-
ilumab injection to treat adults with moder-
ate-to-severe eczema. FDA later approved dupi-
lumab for patients ages 12 to 17 years. 

Dermatology Times recently covered a story 
about how dupilumab is a game-changer for chil-
dren, like 13-year-old Benjamin Sun, with mod-
erate-to-severe atopic dermatitis.9

Biologic drugs for severe psoriasis, mela-
noma and non-melanoma skin cancer, and severe 
atopic dermatitis in the current decade have been 
among the medical breakthroughs in dermatol-
ogy, according to Dr. Hanke. 

“All of these breakthroughs signif icantly 
advanced the care of patients by dermatologists,” 
Dr. Hanke says. 

ACCESS TO INSIGHT

It’s not only the groundbreaking therapies but 
also the evolution in medical coverage that deliv-
ers news about these therapies to dermatologists 

faster than possible with tra-
ditional journals, according 
to Boston-based dermatolo-
gist Ranella Hirsch, M.D., 
who chose the timely deliv-
ery of news as one of the big-
gest breakthroughs in derma-
tology in recent decades. 

“While it is wonderful to read things as they 
are published in journals, there’s something quite 
spectacular about getting the scoop on things as 
they are happening,” Dr. Hirsch says. t
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“Some proportion of patients experience burning 
and stinging. I fi nd that if you give crisaborole oint-
ment to a patient who’s having a severe eczema fl are 
who has already been scratching their skin, they’re 
the ones who are prone to burning and stinging.” 

For such patients, he starts with a stronger top-
ical steroid for two weeks. 

“Once you calm down the initial severe fl are, 
they’re more likely to be able to maintain on cris-
aborole, and you optimize the safety and maximize 
the effi  cacy of the product in this way,” he says.

Thin-skinned areas such as the periocular area 
also tend to experience burning and stinging, says 
Dr. Han. He therefore recommends avoiding cris-
aborole ointment in such areas during acute dis-
ease fl ares, or refrigerating it or mixing it with a 
moisturizer to improve tolerability. 

“It has good effi  cacy and is an important part 
of the long-term treatment arsenal. We need more 
nonsteroidal topical anti-infl ammatory medications 
like crisaborole to come to market,” Dr. Han says. 

Although Pfi zer is no longer pursuing a psori-
asis indication for crisaborole ointment, Dr. Han 
sometimes uses it for inverse psoriasis. 

“We want to avoid a steroid in areas such as skin 
folds that are prone to striae or cutaneous atrophy,” 
he says. “The medication has some utility there.”

COMBINATIONS FOR PSORIASIS

In psoriasis, says Dr. Han, there is room for com-
binations of existing agents with innovative vehi-
cles. With calcipotriol-betamethasone diproprion-
ate foam (Enstilar, LEO Pharma), he says, a mean 
Psoriasis Area and Severity Index (PASI) reduc-
tion of 73% was reported in phase 3 trials, but this 
data must be interpreted carefully because mean 
baseline PASI scores were between six and 10, 
refl ecting a more moderate patient than in most 
trials of biologics.5,6

“Enstilar is a very eff ective product. What’s 
novel is that the foam formulation super-satu-
rates the active ingredients on the skin, so there 
is a higher concentration of drug delivered. We 

fi nd that it works well in tough-to-treat places. It’s 
something I reach for when somebody who’s on a 
biologic has a couple of stubborn plaques.” 

Patients also like the once-daily formulation, 
Dr. Han adds.

Halobetasol propionate-tazarotene lotion 
(Duobrii, Ortho Dermatologics) combines a 
potent steroid and a retinoid for synergistic eff ects. 
Halobetasol helps suppress tazarotene-induced 
irritation, Dr. Han explains, while tazarotene 
helps prevent steroid-induced skin atrophy. He 
likes that the product demonstrated safety when 
tested in near-continuous use for one year (with 
maximum continuous exposure to 24 weeks).7 

“That provides some comfort regarding long-
term treatment that we currently do not have with 
such a strong steroid,” Dr. Han says. 

The product also may have off -label indica-
tions such as AA and vitiligo, he says, where pre-
vious combinations of retinoids and anti-infl am-
matories have shown some synergy. 

Halobetasol propionate 0.01% lotion (Bryhali, 
Ortho Dermatologics) has shown similar effi  cacy 
to halobetasol 0.05% cream.8 

“And Bryhali is as eff icacious in a once-
daily, rather than twice-daily, application,” Dr. 
Han says. He has been using a fair amount of 
halobetasol 0.01% in psoriasis and other topical 
steroid-responsive skin conditions. 

“I take heart in the fact that it was tested and 
approved in a longer treatment course — eight 
weeks of continuous use. People sometimes forget 
that some of the early topical clobetasol and beta-
methasone diproprionate studies had hypothalam-
ic-pituitary-adrenal axis suppression in around 50% 
of patients, and you’re not supposed to use those 
longer than two weeks at a time,” he says. 

Betamethasone diproprionate emollient spray 
(Sernivo, Promius Pharma) appears to have mod-
est efficacy, similar to generic betamethasone 
diproprionate, says Dr. Han. In a 351-patient 
randomized clinical trial, 19% of patients met 
the endpoint of IGA zero or one, including a two-

point improvement from baseline, vs. 2.3% for pla-
cebo.9 However, the spray showed good tolerabil-
ity —13.6% of patients who used a betamethasone 
lotion comparator experienced burning/stinging, 
versus 4.1% with the spray (P = 0.006). 

Additionally, a calcipotriene-betamethasone 
cream formulation (MC2-01, MC2 Therapeu-
tics) that has completed phase three psoriasis trials 
off ers a novel vehicle that is says to improve drug 
delivery partly through a novel oil-in-water disper-
sion that results in a cosmetically elegant vehicle. 
MC2 Therapeutics is expected to fi le a new drug 
application this year. e

Meeting
George Han MD. “New and Upcoming Topicals in Psoriasis and Atopic Dermatitis,” 
Atlantic Dermatological Conference. May 5, 2019. New York. 
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} Topical options to treat infl ammatory dermatoses  FROM PAGE 17

“ There are many reasons to believe that tapinarof will 

be helpful in more than one infl ammatory skin condition 

due to its broad effect on pro-infl ammatory cytokines.”
George Han, M.D., Ph.D.,  Icahn School of Medicine at Mount Sinai, New York
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temic lupus erythematosus need to be ruled out, and 
then “atopic dermatitis almost becomes a diagnosis of 
exclusion,” he says, with the patient meeting the clini-
cal criteria after other conditions have been ruled out.

As atopic dermatitis tends to present diff erently in 
adults and children, it is likely that there are also some 
diff erences in the underlying pathological disease pro-
cesses, meaning that diff erent treatment modalities may 
prove to be more eff ective in adults than children and 
vice versa. Currently, it is diffi  cult to compare the effi  cacy 
of diff erent treatments in children as adults, because, as 
treatments are fi rst licensed based on studies in adults, 
very little data often exist on eff ectiveness in children, and 
even less from head-to-head comparative trials.

“Logically, there will be diff erences as some of these 
pathways are more relevant in adults than children, that 
is why there is a real rationale to study children sepa-
rately from adults and not to make assumptions that a 
child would respond as an adult would, or vice versa,” 
he explains.

“In reality there may be a variety of diff erent immune 
mechanisms implicated and some more relevant in chil-
dren than adults. These are all very theoretical at this 
point but they may not be for very long. In the next few 
years I think we will have some really important data to 
digest between children and adults across a variety of 
diff erent immune pathways.”

However, right now the assumption is what works 
in an adult will work in a child, but taking into account 
safety concerns about use in children, for example with 
agents such as oral systemic suppressing agents, he says. 
And the same targeted indications used for adults, based 
on crude physical examination or objective assessment, 
such as body surface area involved, or the intensity of 
the lesions, have to be utilised for children.

Despite the lower prevelance of atopic dermatitis 
among adults, an estimated 16.5 million live with the 
condition in the United States, but if one were to visit 
a dermatologist’s offi  ce and see the number of patients, 
one might assume that there are far fewer.

Lack of health insurance will keep some patients 
away from dermatologists’ outpatient clinics, but often 
patients with insurance coverage will also end up seek-
ing treatment elsewhere.

Atopic dermatitis is an incredibly volatile disease, 
and there is a subset of patients who experience dramatic 
fl ares in their disease that require rapid access. If they 
can’t get a day off  from work during standard outpatient 
hours, cannot get an appointment with the dermatologist 
within the next six months, don’t have transportation to 
get there easily, or have childcare or other caring respon-
sibilities, they will seek more convenient care from the 
emergency room or a hospital, Dr. Silverberg explains.

Not only does this expose them to potential health-
care infections, but from a cost and economic point of 
view, treatment in the emergency room or hospital sys-
tem is “orders of magnitude more expensive” than it 
would be to be treated in the outpatient setting.

“Many of these patients are actually incurring high 
expenses both to themselves and to the healthcare sys-
tem because they are not able to utilise the less expen-
sive outpatient care,” he says. “There are many aspects 
of the healthcare system that can really be tweaked in 
order to improve access for the atopic dermatitis patient 
who is getting that severe itchy fl are.” t
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“ Logically, there will probably be differences as some of 

these pathways are more relevant in adults than children, 

that is why there is a real rationale to study children sepa-

rately from adults and not to make assumptions that a child 

would respond as an adult would, or vice versa.”
Jonathan Silverberg, Northwestern Medicine Multidisciplinary Eczema Center and Northwestern Memorial Hospital, Chicago
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Atopic dermatitis is more 
prevalent in children, and its 

phenotypes and subtypes 
vary considerably.

It is likely that there are 
differences in the underlying 

pathological disease 
process, indicating that 

different treatment modalities 
may be more effective.

It is diffi cult to compare 
the effi cacy of different 
treatments in children, 

because, as treatments 
are fi rst licensed based 

on studies in adults, very 
little data often exist on 

effectiveness in children.

Right now the assumption 
is what works in an adult will 

work in a child, but taking 
into account safety concerns 

about use in children.
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T
wo phase three studies suggest once-daily trifar-
otene 50 μg/g cream eff ectively and safely treats 
moderate facial and truncal acne 

Researchers reported on both 12-week dou-
ble-blind, randomized, vehicle-controlled studies on people 
ages 9 years and older in a paper published June 2019 in the 
Journal of the American Academy of Dermatology (JAAD).1 

The studies, called PERFECT 1 and PERFECT 2, included 
200 sites in the United States, Canada, Europe and Russia and 
enrolled 2,420 patients with moderate facial and truncal acne 
who were treated with either trifarotene or vehicle.

Trifarotene (Galderma) is a retinoid receptor agonist that 
selectively targets retinoic acid receptor gamma (RAR-˝), 
which distinguishes it from other topical retinoids that target 
both retinoic acid receptor beta (RAR )́ and RAR ,̋ accord-
ing to the paper. 

“Trifarotene is pharmacokinetically stable in keratinocytes 
but is rapidly metabolized in hepatic microsomes, predicting a 
favorable safety profi le; in addition, it has comedolytic, anti-in-
fl ammatory and anti-pigmenting properties,” the authors write. 

The study design stands out because, while the pathophys-
iology and presentation of facial and truncal acne are thought 
to be similar, acne treatment options have not been vigorously 
studied on truncal acne, the authors write. 

The primary effi  cacy endpoints of the studies were Inves-
tigator’s Global Assessment (IGA) success rate on the face, of 
clear/almost clear and at least a two-grade improvement from 
baseline at week 12, and absolute change from baseline in facial 
infl ammatory and non-infl ammatory lesion counts from base-
line to week 12. Secondary effi  cacy endpoints were Physician 
Global Assessment (PGA) success rate on the trunk, with clear/
almost clear and at least a two-grade improvement from base-
line, at week 12, and absolute change in truncal infl ammatory 
and non-infl ammatory lesion counts from baseline to week 12, 
according to a Galderma press release. 

Researchers in both studies reported that trifarotene was 
superior to vehicle in all primary and secondary effi  cacy assess-
ments. It was superior to vehicle in reducing infl ammatory and 
noninfl ammatory lesion counts on the face and trunk. Trifaro-
tene 50 μg/g cream worked quickly, according to the study, sig-
nifi cantly reducing infl ammatory and noninfl ammatory lesion 
counts in as little as one week of treatment on the face and two 

weeks of treatment on the trunk. 
Treatment with the investigational cream was relatively tol-

erable, manageable and consistent with topical retinoid derma-
titis. Adverse events led to 1.9% of patients in the PERRFECT 
1 trial and 1.2% of those in the PERFECT 2 trial to discon-
tinue trifarotene treatment. No patients in the vehicle groups 
discontinued due to adverse events. 

“Trifarotene represents a novel topi-
cal retinoid with demonstrated effi  cacy in 
patients with moderate facial or truncal 
acne,” says Diane Thiboutot, M.D., an inves-
tigator in the phase 3 clinical trials for trifar-
otene and professor of dermatology at Penn 
State College of Medicine, Hershey, Pa.

Dr. Thiboutot says she thinks trifaro-
tene’s role in acne treatment would be for patients with mod-
erate acne comprised of either comedones with papules, pus-
tules or both. 

It’s not so much that trifarotene would replace current 
acne treatments because there’s so much variability to patient 
response from treatment, she says. 

“Rather I view [trifarotene] as an eff ective option for patients 
that haven’t responded to other topical retinoids. I also view 
it as an alternative to topical antibiotics and in some cases an 
alternative to oral antibiotics,” Dr. Thiboutot says.

Like with other retinoids, clinicians prescribing trifarotene 
should educate patients about typical topical retinoid side eff ects. 
This includes educating patients about the proper amount of 
medication to use, how to apply it and how to incorporate the 
use of moisturizers into their skincare regimens, she says. 

Trifarotene is in clinical development for the treatment of 
moderate facial and truncal acne, including large body surface 
areas, according to a Galderma press release. 

Disclosures: Nestle Skin Health Care-Galderma funded the 
phase 3 studies. Galderma employees were among the studies’ 
authors. Dr. Thiboutot was an investigator in the Phase 3 clin-
ical trials for trifarotene at Penn State and attended one advi-
sory meeting for trifarotene. She also served as an investigator 
for Botanix, Foamix and Cassiopea. e
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Topical retinoid for acne 
achieves effi  cacy endpoints

Phase 3 studies 
suggest new 
topical retinoid 
effectively treats 
facial and truncal 
acne.

Trifarotene is a 
retinoid receptor 
agonist that 
selectively targets 
retinoic acid 
receptor gamma 
(RAR- )̋.

Trifarotene’s 
role in acne 
treatment may be 
for patients with 
moderate acne 
comprised of either 
comedones with 
papules, pustules 
or both, one expert 
suggests.
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S
everal novel medications have been approved by the U.S. 
Food and Drug Administration (FDA) for the treatment 
of psoriasis in the past 20 years. While these have ushered 
in an era of improved disease control, patient-reported 

outcomes still suggest failure to meet treatment goals.
Experts from the International Psoriasis Council (IPC) dis-

cussed the goals of psoriasis treatment and barriers to receiv-
ing optimal care during a day-long roundtable. Their conclu-
sions were published in Dermatology Therapeutics in March.1

The authors speculated there may be several factors caus-
ing the perceived disparity, including:

1. 
PATIENT-PERCEIVED IMPROVEMENT.

Physicians use validated objective measures of treatment 
effi  cacy such as PASI scores; however, these measures diff er with 
patient-perceived improvement. For example, “some patients 
have found itch to be most bothersome, while dermatologists 
reported the location and size of the skin lesions as paramount.”

2. 
THE MILD-TO-MODERATE PATIENT POPULATION.

Another factor is that new therapies tend to focus on 
advanced disease. “Part of the problem is that the majority of recent 
innovation has been targeted to the moderate-to-severe patient 
population, with little new successful development for those pso-
riasis patients with mild and moderate disease,” the authors write.

3. 
DIFFERING TREATMENT GOALS.

The authors also note that patients may have higher goals 
than their physicians, citing the results of a Japanese study where 
physician-patient misalignment was present in nearly 70% of sur-
veys conducted.2 Furthermore, the authors state, “many patients 
are unaware that there is a possibility of attaining 100% clearance 
over both the short-term and long-term,” and that “this fi nding 
again highlights the importance of dermatologists recognizing 
patient expectations in order to reach clinical goals.”

4. 
DISEASE BURDEN ON FAMILY MEMBERS.

Psoriasis can have a widespread impact on a patient’s rela-
tionships with others. The authors state, “the impact of psoria-
sis extends beyond the patient. Disease burden on family mem-
bers and partners has garnered little attention in the past and, 
due to this lack of consideration, is a hidden and often ignored 
important aspect of the disease.”

5. 
OVERTREATMENT VS. UNDERTREATMENT.

With the current medication advancements in psoria-
sis therapies, sustained remission is a strong possibility. Once 
patients reach remission, deciding whether to continue treatment 
can become a serious physician-patient dilemma. This may con-
tribute to poor patient satisfaction, as overtreatment can lead to 
complications associated with immunosuppression, and under-
treatment can lead to increased morbidity from psoriasis.

6. 
DELAYED REFERRAL TO A SPECIALIST.

The authors quoted a study that suggests patients may not 
seek expert opinion soon enough.3 “Delay in seeking help can be 
attributed to several barriers, including familial experience of the 
disease (acceptance that many family members have psoriasis); 
previous failed therapies and thus a sense of hopelessness; lack 
of follow-up to assess treatment response after initiation; and dif-
fi culty in obtaining a secondary care referral,” the authors write.

While the main goal of psoriasis treatment is to restore the 
patient’s normal daily activities, the authors note that patient-re-
ported outcomes may complement objective skin scores and 
improve patient satisfaction.  

The International Dermatology Outcome Measures Group is 
working to establish a validated patient-reported outcome based 
on the Dermatology Life Quality Index (DLQI) that is psoriasis 
specifi c. The combination of a tool with objective measures and 
patient-reported outcomes that is psoriasis specifi c will enhance 
physician-patient communication and improve outcomes.

Additionally, experts agree that using treat-to-target strategies 
is the fi rst step to improve patient satisfaction. However, the strat-
egies may be diffi  cult to implement on a global scale.

A “feasible approach” needs to be developed to help achieve 
treatment goals and patient satisfaction, the authors conclude. 
Ultimately, patient education and improved physician-patient 
communication must be improved to advance psoriasis care 
and remission maintenance. e
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Brief Summary of Prescribing Information
1 INDICATIONS AND USAGE
1.1 Atopic Dermatitis
DUPIXENT is indicated for the treatment of patients aged 12 years and
older with moderate-to-severe atopic dermatitis whose disease is not
adequately controlled with topical prescription therapies or when those
therapies are not advisable. DUPIXENT can be used with or without topical
corticosteroids.
1.2 Asthma
DUPIXENT is indicated as an add-on maintenance treatment in patients
with moderate-to-severe asthma aged 12 years and older with an
eosinophilic phenotype or with oral corticosteroid dependent asthma.
Limitation of Use
DUPIXENT is not indicated for the relief of acute bronchospasm or status
asthmaticus.
1.3 Chronic Rhinosinusitis with Nasal Polyposis
DUPIXENT is indicated as an add-on maintenance treatment in adult
patients with inadequately controlled chronic rhinosinusitis with nasal
polyposis (CRSwNP).
4 CONTRAINDICATIONS
DUPIXENT is contraindicated in patients who have known hypersensitivity
to dupilumab or any of its excipients [see Warnings and Precautions (5.1)].
5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity
Hypersensitivity reactions, including generalized urticaria, rash, erythema
nodosum and serum sickness or serum sickness-like reactions, were
reported in less than 1% of subjects who received DUPIXENT in clinical
trials. Two subjects in the atopic dermatitis development program
experienced serum sickness or serum sickness-like reactions that were
associated with high titers of antibodies to dupilumab. One subject in the
asthma development program experienced anaphylaxis [see Adverse
Reactions (6.2)]. If a clinically significant hypersensitivity reaction occurs,
institute appropriate therapy and discontinue DUPIXENT [see Adverse
Reactions (6.1, 6.2)].
5.2 Conjunctivitis and Keratitis
Conjunctivitis and keratitis occurred more frequently in atopic dermatitis
subjects who received DUPIXENT. Conjunctivitis was the most frequently
reported eye disorder. Most subjects with conjunctivitis recovered or were
recovering during the treatment period. Keratitis was reported in <1% of the
DUPIXENT group (1 per 100 subject-years) and in 0% of the placebo group
(0 per 100 subject-years) in the 16-week atopic dermatitis monotherapy
trials. In the 52-week DUPIXENT + topical corticosteroids (TCS) atopic
dermatitis trial, keratitis was reported in 4% of the DUPIXENT + TCS group
(12 per 100 subject-years) and in 0% of the placebo + TCS group (0 per 100
subject-years). Most subjects with keratitis recovered or were recovering
during the treatment period [see Adverse Reactions (6.1)].
Among asthma subjects, the frequencies of conjunctivitis and keratitis were
similar between DUPIXENT and placebo [see Adverse Reactions (6.1)].
In subjects with CRSwNP, the frequency of conjunctivitis was 2% in the
DUPIXENT group compared to 1% in the placebo group in the 24-week
safety pool; these subjects recovered. There were no cases of keratitis
reported in the CRSwNP development program [see Adverse Reactions
(6.1)].
Advise patients to report new onset or worsening eye symptoms to their
healthcare provider.
5.3 Eosinophilic Conditions
Patients being treated for asthma may present with serious systemic
eosinophilia sometimes presenting with clinical features of eosinophilic
pneumonia or vasculitis consistent with eosinophilic granulomatosis
with polyangiitis, conditions which are often treated with systemic
corticosteroid therapy. These events may be associated with the reduction
of oral corticosteroid therapy. Physicians should be alert to vasculitic
rash, worsening pulmonary symptoms, cardiac complications, and/
or neuropathy presenting in their patients with eosinophilia. Cases of
eosinophilic pneumonia were reported in adult patients who participated
in the asthma development program and cases of vasculitis consistent
with eosinophilic granulomatosis with polyangiitis have been reported with
DUPIXENT in adult patients who participated in the asthma development
program as well as in adult patients with co-morbid asthma in the CRSwNP
development program. A causal association between DUPIXENT and these
conditions has not been established.
5.4 Acute Asthma Symptoms or Deteriorating Disease
DUPIXENT should not be used to treat acute asthma symptoms or acute
exacerbations. Do not use DUPIXENT to treat acute bronchospasm
or status asthmaticus. Patients should seek medical advice if their
asthma remains uncontrolled or worsens after initiation of treatment with
DUPIXENT.
5.5 Reduction of Corticosteroid Dosage
Do not discontinue systemic, topical, or inhaled corticosteroids abruptly
upon initiation of therapy with DUPIXENT. Reductions in corticosteroid
dose, if appropriate, should be gradual and performed under the direct
supervision of a physician. Reduction in corticosteroid dose may be
associated with systemic withdrawal symptoms and/or unmask conditions
previously suppressed by systemic corticosteroid therapy.
5.6 Patients with Comorbid Asthma
Advise patients with atopic dermatitis or CRSwNP who have co-morbid
asthma not to adjust or stop their asthma treatments without consultation
with their physicians.

5.7 Parasitic (Helminth) Infections
Patients with known helminth infections were excluded from participation
in clinical studies. It is unknown if DUPIXENT will influence the immune
response against helminth infections.
Treat patients with pre-existing helminth infections before initiating therapy
with DUPIXENT. If patients become infected while receiving treatment
with DUPIXENT and do not respond to antihelminth treatment, discontinue
treatment with DUPIXENT until the infection resolves.
6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail elsewhere
in the labeling:

• Hypersensitivity [see Warnings and Precautions (5.1)]
• Conjunctivitis and Keratitis [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.
Adults with Atopic Dermatitis
Three randomized, double-blind, placebo-controlled, multicenter trials
(Trials 1, 2, and 3) and one dose-ranging trial (Trial 4) evaluated the safety
of DUPIXENT in subjects with moderate-to-severe atopic dermatitis.
The safety population had a mean age of 38 years; 41% of subjects were
female, 67% were white, 24% were Asian, and 6% were black; in terms of
comorbid conditions, 48% of the subjects had asthma, 49% had allergic
rhinitis, 37% had food allergy, and 27% had allergic conjunctivitis. In
these 4 trials, 1472 subjects were treated with subcutaneous injections of
DUPIXENT, with or without concomitant topical corticosteroids (TCS).
A total of 739 subjects were treated with DUPIXENT for at least 1 year in
the development program for moderate-to-severe atopic dermatitis.
Trials 1, 2, and 4 compared the safety of DUPIXENT monotherapy to
placebo through Week 16. Trial 3 compared the safety of DUPIXENT + TCS
to placebo + TCS through Week 52.
Weeks 0 to 16 (Trials 1 to 4)
In DUPIXENT monotherapy trials (Trials 1, 2, and 4) through Week 16, the
proportion of subjects who discontinued treatment because of adverse
events was 1.9% in both the DUPIXENT 300 mg Q2W and placebo groups.
Table 1 summarizes the adverse reactions that occurred at a rate of at
least 1% in the DUPIXENT 300 mg Q2W monotherapy groups, and in
the DUPIXENT + TCS group, all at a higher rate than in their respective
comparator groups during the first 16 weeks of treatment.

Dermatitis Trials through Week 16

aPooled analysis of Trials 1, 2, and 4.
bAnalysis of Trial 3 where subjects were on background TCS therapy.
cDUPIXENT 600 mg at Week 0, followed by 300 mg every two weeks.
d Conjunctivitis cluster includes conjunctivitis, allergic conjunctivitis,
bacterial conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis, eye
irritation, and eye inflammation.

e Keratitis cluster includes keratitis, ulcerative keratitis, allergic keratitis,
atopic keratoconjunctivitis, and ophthalmic herpes simplex.

f Other herpes simplex virus infection cluster includes herpes simplex,
genital herpes, herpes simplex otitis externa, and herpes virus infection,
but excludes eczema herpeticum.

Safety through Week 52 (Trial 3)
In the DUPIXENT with concomitant TCS trial (Trial 3) through Week 52,
the proportion of subjects who discontinued treatment because of adverse
events was 1.8% in DUPIXENT 300 mg Q2W + TCS group and 7.6% in the
placebo + TCS group. Two subjects discontinued DUPIXENT because of
adverse reactions: atopic dermatitis (1 subject) and exfoliative dermatitis (1
subject).
The safety profile of DUPIXENT + TCS through Week 52 was generally
consistent with the safety profile observed at Week 16.
Adolescents with Atopic Dermatitis
The safety of DUPIXENT was assessed in a trial of 250 subjects 12 to 17
years of age with moderate-to-severe atopic dermatitis (Trial 6). The safety
profile of DUPIXENT in these subjects through Week 16 was similar to the
safety profile from studies in adults with atopic dermatitis.
The long-term safety of DUPIXENT was assessed in an open-label
extension study in subjects 12 to 17 years of age with moderate-to-severe

Adverse Reaction

a b

300 mg Q2Wc
Placebo
N=517 300 mg Q2Wc

Placebo

N=315

Injection site reactions 51 (10) 28 (5) 11 (10) 18 (6)

Conjunctivitisd 51 (10) 12 (2) 10 (9) 15 (5)

Blepharitis 2 (<1) 1 (<1) 5 (5) 2 (1)

Oral herpes 20 (4) 8 (2) 3 (3) 5 (2)

Keratitise 1 (<1) 0 4 (4) 0

Eye pruritus 3 (1) 1 (<1) 2 (2) 2 (1)

Other herpes simplex virus
infectionf 10 (2) 6 (1) 1 (1) 1 (<1)

Dry eye 1 (<1) 0 2 (2) 1 (<1)

® (dupilumab) injection, for subcutaneous use Rx only
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atopic dermatitis (Trial 7). The safety profile of DUPIXENT in subjects
followed through Week 52 was similar to the safety profile observed at
Week 16 in Trial 6. The long-term safety profile of DUPIXENT observed in
adolescents was consistent with that seen in adults with atopic dermatitis.
Asthma
A total of 2888 adult and adolescent subjects with moderate-to-severe
asthma (AS) were evaluated in 3 randomized, placebo-controlled,
multicenter trials of 24 to 52 weeks duration (AS Trials 1, 2, and 3). Of
these, 2678 had a history of 1 or more severe exacerbations in the year
prior to enrollment despite regular use of medium- to high-dose inhaled
corticosteroids plus an additional controller(s) (AS Trials 1 and 2). A total
of 210 subjects with oral corticosteroid-dependent asthma receiving high-
dose inhaled corticosteroids plus up to two additional controllers were
enrolled (AS Trial 3). The safety population (AS Trials 1 and 2) was 12-87
years of age, of which 63% were female, and 82% were white. DUPIXENT
200 mg or 300 mg was administered subcutaneously Q2W, following an
initial dose of 400 mg or 600 mg, respectively.
In AS Trials 1 and 2, the proportion of subjects who discontinued treatment
due to adverse events was 4% of the placebo group, 3% of the DUPIXENT
200 mg Q2W group, and 6% of the DUPIXENT 300 mg Q2W group.
Table 2 summarizes the adverse reactions that occurred at a rate of at least
1% in subjects treated with DUPIXENT and at a higher rate than in their
respective comparator groups in Asthma Trials 1 and 2.

Groups in Asthma Trials 1 and 2 and Greater than Placebo (6-Month
Safety Pool)

aInjection site reactions cluster includes erythema, edema, pruritus, pain,
and inflammation.

b

investigator to be an adverse event. None met the criteria for serious
eosinophilic conditions [see Section 5.3 Warnings and Precautions].

Injection site reactions were most common with the loading (initial) dose.
The safety profile of DUPIXENT through Week 52 was generally consistent
with the safety profile observed at Week 24.
Chronic Rhinosinusitis with Nasal Polyposis
A total of 722 adult subjects with chronic rhinosinusitis with nasal polyposis
(CRSwNP) were evaluated in 2 randomized, placebo-controlled, multicenter
trials of 24 to 52 weeks duration (CSNP Trials 1 and 2). The safety pool

In the safety pool, the proportion of subjects who discontinued treatment
due to adverse events was 5% of the placebo group and 2% of the
DUPIXENT 300 mg Q2W group.
Table 3 summarizes the adverse reactions that occurred at a rate of at least
1% in subjects treated with DUPIXENT and at a higher rate than in their
respective comparator group in CSNP Trials 1 and 2.

in CRSwNP Trials 1 and 2 and Greater than Placebo (24 Week Safety
Pool)

a Injection site reactions cluster includes injection site reaction, pain,
bruising and swelling.

b Conjunctivitis cluster includes conjunctivitis, allergic conjunctivitis,
bacterial conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis,

The safety profile of DUPIXENT through Week 52 was generally consistent
with the safety profile observed at Week 24.
Specific Adverse Reactions
Conjunctivitis
During the 52-week treatment period of concomitant therapy atopic
dermatitis trial (Trial 3), conjunctivitis was reported in 16% of the
DUPIXENT 300 mg Q2W + TCS group (20 per 100 subject-years) and in
9% of the placebo + TCS group (10 per 100 subject-years). Among asthma
subjects, the frequency of conjunctivitis was similar between DUPIXENT
and placebo. In the 52-week CRSwNP study (CSNP Trial 2), the frequency
of conjunctivitis was 3% in the DUPIXENT subjects and 1% in the placebo

subjects; all of these subjects recovered [see Warnings and Precautions
(5.2)].
Eczema Herpeticum and Herpes Zoster
The rate of eczema herpeticum was similar in the placebo and DUPIXENT
groups in the atopic dermatitis trials.
Herpes zoster was reported in <0.1% of the DUPIXENT groups (<1 per
100 subject-years) and in <1% of the placebo group (1 per 100 subject-
years) in the 16-week atopic dermatitis monotherapy trials. In the 52-week
DUPIXENT + TCS atopic dermatitis trial, herpes zoster was reported in
1% of the DUPIXENT + TCS group (1 per 100 subject-years) and 2% of the
placebo + TCS group (2 per 100 subject-years). Among asthma subjects
the frequency of herpes zoster was similar between DUPIXENT and
placebo. Among CRSwNP subjects there were no reported cases of herpes
zoster or eczema herpeticum.
Hypersensitivity Reactions
Hypersensitivity reactions were reported in <1% of DUPIXENT-treated
subjects. These included serum sickness reaction, serum sickness-like
reaction, generalized urticaria, rash, erythema nodosum, and anaphylaxis
[see Contraindications (4), Warnings and Precautions (5.1), and Adverse
Reactions (6.2)].
Eosinophils
DUPIXENT-treated subjects had a greater initial increase from baseline
in blood eosinophil count compared to subjects treated with placebo.
In subjects with atopic dermatitis, the mean and median increases in
blood eosinophils from baseline to Week 4 were 100 and 0 cells/mcL
respectively. In subjects with asthma, the mean and median increases
in blood eosinophils from baseline to Week 4 were 130 and 10 cells/mcL
respectively. In subjects with CRSwNP, the mean and median increases
in blood eosinophils from baseline to Week 16 were 150 and 50 cells/mcL,
respectively.
Across all indications, the incidence of treatment-emergent eosinophilia

DUPIXENT-treated patients and <0.5% in placebo-treated patients. Blood
eosinophil counts declined to near baseline levels during study treatment
[see Warnings and Precautions (5.3)].
Cardiovascular (CV)
In the 1-year placebo controlled trial in subjects with asthma (AS Trial 2),
CV thromboembolic events (CV deaths, non-fatal myocardial infarctions
[MI], and non-fatal strokes) were reported in 1 (0.2%) of the DUPIXENT
200 mg Q2W group, 4 (0.6%) of the DUPIXENT 300 mg Q2W group, and 2
(0.3%) of the placebo group.
In the 1-year placebo controlled trial in subjects with atopic dermatitis (Trial
3), CV thromboembolic events (CV deaths, non-fatal MIs, and non-fatal
strokes) were reported in 1 (0.9%) of the DUPIXENT + TCS 300 mg Q2W
group, 0 (0.0%) of the DUPIXENT + TCS 300 mg QW group, and 1 (0.3%) of
the placebo + TCS group.
In the 24-week placebo controlled trial in subjects with CRSwNP (CSNP
Trial 1), CV thromboembolic events (CV deaths, non-fatal myocardial
infarctions, and non-fatal strokes) were reported in 1 (0.7%) of the
DUPIXENT group and 0 (0.0%) of the placebo group. In the 1-year placebo
controlled trial in subjects with CRSwNP (CSNP Trial 2), there were no
cases of CV thromboembolic events (CV deaths, non-fatal myocardial
infarctions, and non-fatal strokes) reported in any treatment arm.
6.2 Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity. The
detection of antibody formation is highly dependent on the sensitivity and
specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced
by several factors, including assay methodology, sample handling, timing
of sample collection, concomitant medications, and underlying disease.
For these reasons, comparison of the incidence of antibodies to dupilumab
in the studies described below with the incidence of antibodies in other
studies or to other products may be misleading.
Approximately 5% of subjects with atopic dermatitis, asthma, or CRSwNP
who received DUPIXENT 300 mg Q2W for 52 weeks developed antibodies
to dupilumab; ~ 2% exhibited persistent ADA responses, and ~ 2% had
neutralizing antibodies.
Approximately 9% of subjects with asthma who received DUPIXENT 
200 mg Q2W for 52 weeks developed antibodies to dupilumab; ~4%
exhibited persistent ADA responses, and ~4% had neutralizing antibodies.
Approximately 4% of subjects in the placebo groups in the 52-week studies
were positive for antibodies to DUPIXENT; ~2% exhibited persistent ADA
responses, and ~1% had neutralizing antibodies.
Approximately 16% of adolescent subjects with atopic dermatitis who
received DUPIXENT 300 mg or 200 mg Q2W for 16 weeks developed
antibodies to dupilumab; ~ 3% exhibited persistent ADA responses, and 
~ 5% had neutralizing antibodies.
Approximately 4% of adolescent subjects with atopic dermatitis in the
placebo group were positive for antibodies to DUPIXENT; ~ 1% exhibited
persistent ADA responses, and ~ 1% had neutralizing antibodies.
The antibody titers detected in both DUPIXENT and placebo subjects were
mostly low. In subjects who received DUPIXENT, development of high
titer antibodies to dupilumab was associated with lower serum dupilumab
concentrations [see Clinical Pharmacology (12.3) in the full prescribing
information].
Two subjects who experienced high titer antibody responses developed
serum sickness or serum sickness-like reactions during DUPIXENT therapy
[see Warnings and Precautions (5.1)].
7 DRUG INTERACTIONS
7.1 Live Vaccines
Avoid use of live vaccines in patients treated with DUPIXENT.

Adverse Reaction

CSNP Trial 1 and Trial 2

300 mg Q2W
N=440 

Placebo
N=282

Injection site reactionsa 28 (6%) 12 (4%)

Conjunctivitisb 7 (2%) 2 (1%)

Arthralgia 14 (3%) 5 (2%)

Gastritis 7 (2%) 2 (1%)

Insomnia 6 (1%) 0 (<1%)

Eosinophilia 5 (1%) 1 (<1%)

Toothache 5 (1%) 1 (<1%)

Adverse Reaction

AS Trials 1 and 2

200 mg Q2W
N=779 

300 mg Q2W
N=788 

Placebo

N=792

Injection site reactionsa 111 (14%) 144 (18%) 50 (6%)

Oropharyngeal pain 13 (2%) 19 (2%) 7 (1%)

Eosinophiliab 17 (2%) 16 (2%) 2 (<1%)
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08807) and Regeneron Pharmaceuticals, Inc. (Tarrytown, NY 10591). DUPIXENT®

7.2 Non-Live Vaccines
Immune responses to vaccination were assessed in a study in which
subjects with atopic dermatitis were treated once weekly for 16 weeks with
300 mg of dupilumab (twice the recommended dosing frequency). After
12 weeks of DUPIXENT administration, subjects were vaccinated with
a Tdap vaccine (Adacel®) and a meningococcal polysaccharide vaccine
(Menomune®). Antibody responses to tetanus toxoid and serogroup C
meningococcal polysaccharide were assessed 4 weeks later. Antibody
responses to both tetanus vaccine and meningococcal polysaccharide
vaccine were similar in dupilumab-treated and placebo-treated subjects.
Immune responses to the other active components of the Adacel and
Menomune vaccines were not assessed.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes
in women exposed to DUPIXENT during pregnancy.
Please contact 1-877-311-8972 or go to https://mothertobaby.org/ongoing-
study/dupixent/ to enroll in or to obtain information about the registry.
Risk Summary
Available data from case reports and case series with DUPIXENT use in
pregnant women have not identified a drug-associated risk of major birth
defects, miscarriage, or adverse maternal or fetal outcomes. Human IgG
antibodies are known to cross the placental barrier; therefore, DUPIXENT
may be transmitted from the mother to the developing fetus. There are
adverse effects on maternal and fetal outcomes associated with asthma
in pregnancy (see Clinical Considerations). In an enhanced pre- and
post-natal developmental study, no adverse developmental effects were
observed in offspring born to pregnant monkeys after subcutaneous
administration of a homologous antibody against interleukin-4-receptor

10-times the maximum recommended human dose (MRHD) (see Data).
The estimated background risk of major birth defects and miscarriage for
the indicated populations are unknown. All pregnancies have a background
risk of birth defect, loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to
20%, respectively.
Clinical Considerations
Disease-Associated Maternal and/or Embryo-fetal Risk
In women with poorly or moderately controlled asthma, evidence
demonstrates that there is an increased risk of preeclampsia in the
mother and prematurity, low birth weight, and small for gestational age in
the neonate. The level of asthma control should be closely monitored in
pregnant women and treatment adjusted as necessary to maintain optimal
control.
Data
Animal Data
In an enhanced pre- and post-natal development toxicity study, pregnant
cynomolgus monkeys were administered weekly subcutaneous doses

mg/kg basis of 100 mg/kg/week) from the beginning of organogenesis to
parturition. No treatment-related adverse effects on embryofetal toxicity
or malformations, or on morphological, functional, or immunological
development were observed in the infants from birth through 6 months of
age.
8.2 Lactation
Risk Summary
There are no data on the presence of dupilumab in human milk, the effects
on the breastfed infant, or the effects on milk production. Maternal IgG is
known to be present in human milk. The effects of local gastrointestinal
and limited systemic exposure to dupilumab on the breastfed infant are
unknown. The developmental and health benefits of breastfeeding should
be considered along with the mother’s clinical need for DUPIXENT and any
potential adverse effects on the breastfed child from DUPIXENT or from the
underlying maternal condition.
8.4 Pediatric Use
Atopic Dermatitis
The safety and efficacy of DUPIXENT have been established in
pediatric patients 12 years of age and older with moderate-to-severe
atopic dermatitis. A total of 251 adolescents ages 12 to 17 years old
with moderate-to-severe atopic dermatitis were enrolled in Trial 6. The
safety and efficacy were generally consistent between adolescents and
adults [see Adverse Reactions (6.1) and Clinical Studies (14.2) in the full
prescribing information]. Safety and efficacy in pediatric patients (<12 years
of age) with atopic dermatitis have not been established.
Asthma
A total of 107 adolescents aged 12 to 17 years with moderate to severe
asthma were enrolled in AS Trial 2 and received either 200 mg (N=21) or
300 mg (N=18) DUPIXENT (or matching placebo either 200 mg [N=34]
or 300 mg [N=34]) Q2W. Asthma exacerbations and lung function were

assessed in both adolescents and adults. For both the 200 mg and 300 mg
Q2W doses, improvements in FEV1 (LS mean change from baseline at
Week 12) were observed (0.36 L and 0.27 L, respectively). For the 200 mg
Q2W dose, subjects had a reduction in the rate of severe exacerbations
that was consistent with adults. Safety and efficacy in pediatric patients
(<12 years of age) with asthma have not been established. Dupilumab
exposure was higher in adolescent patients than that in adults at the
respective dose level which was mainly accounted for by difference in body
weight [see Clinical Pharmacology (12.3) in the full prescribing information].
The adverse event profile in adolescents was generally similar to the adults
[see Adverse Reactions (6.1)].
CRSwNP
CRSwNP does not normally occur in children. Safety and efficacy
in pediatric patients (<18 years of age) with CRSwNP have not been
established.
8.5 Geriatric Use
Of the 1472 subjects with atopic dermatitis exposed to DUPIXENT in a
dose-ranging study and placebo-controlled trials, 67 subjects were 65
years or older. Although no differences in safety or efficacy were observed
between older and younger subjects, the number of subjects aged 65 and
over is not sufficient to determine whether they respond differently from
younger subjects [see Clinical Pharmacology (12.3) in the full prescribing
information].
Of the 1977 subjects with asthma exposed to DUPIXENT, a total of 240
subjects were 65 years or older. Efficacy and safety in this age group was
similar to the overall study population.
Of the 440 subjects with CRSwNP exposed to DUPIXENT, a total of 79
subjects were 65 years or older. Efficacy and safety in this age group were
similar to the overall study population.
10 OVERDOSE
There is no specific treatment for DUPIXENT overdose. In the event of
overdosage, monitor the patient for any signs or symptoms of adverse
reactions and institute appropriate symptomatic treatment immediately.
17 PATIENT COUNSELING INFORMATION
Advise the patients and/or caregivers to read the FDA-approved patient
labeling (Patient Information and Instructions for Use).
Pregnancy Registry
There is a pregnancy exposure registry that monitors pregnancy
outcomes in women exposed to DUPIXENT during pregnancy. Encourage
participation in the registry [see Use in Specific Populations (8.1)].
Administration Instructions
Provide proper training to patients and/or caregivers on proper
subcutaneous injection technique, including aseptic technique, and the
preparation and administration of DUPIXENT prior to use. Advise patients
to follow sharps disposal recommendations [see Instructions for Use].
Hypersensitivity
Advise patients to discontinue DUPIXENT and to seek immediate medical
attention if they experience any symptoms of systemic hypersensitivity
reactions [see Warnings and Precautions (5.1)].
Conjunctivitis and Keratitis
Advise patients to consult their healthcare provider if new onset or
worsening eye symptoms develop [see Warnings and Precautions (5.2)].
Eosinophilic Conditions
Advise patients to notify their healthcare provider if they present with
clinical features of eosinophilic pneumonia or vasculitis consistent
with eosinophilic granulomatosis with polyangiitis [see Warnings and
Precautions (5.3)].
Not for Acute Asthma Symptoms or Deteriorating Disease
Inform patients that DUPIXENT does not treat acute asthma symptoms
or acute exacerbations. Inform patients to seek medical advice if their
asthma remains uncontrolled or worsens after initiation of treatment with
DUPIXENT [see Warnings and Precautions (5.4)].
Reduction in Corticosteroid Dosage
Inform patients to not discontinue systemic or inhaled corticosteroids except
under the direct supervision of a physician. Inform patients that reduction in
corticosteroid dose may be associated with systemic withdrawal symptoms
and/or unmask conditions previously suppressed by systemic corticosteroid
therapy [see Warnings and Precautions (5.5)].
Patients with Comorbid Asthma
Advise patients with atopic dermatitis or CRSwNP who have comorbid
asthma not to adjust or stop their asthma treatment without talking to their
physicians [see Warnings and Precautions (5.6)].

References: 1. DUPIXENT Prescribing Information. 2. Simpson EL, Bieber T, Guttman-Yassky E, et al; SOLO 1 and SOLO 2 Investigators. Two phase
3 trials of dupilumab versus placebo in atopic dermatitis. N Engl J Med. 2016;375(24):2335-2348. 3. 4. Blauvelt A,
de Bruin-Weller M, Gooderham M, et al. Long-term management of moderate-to-severe atopic dermatitis with dupilumab and concomitant topical corticosteroids

Lancet. 2017;389(10086):2287-2303.
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T
here’s need for therapies to address treatment-re-
sistant and severe of papulopustular rosacea, and 
interleukin (IL) 17 inhibitors might just fi t the bill, 
Canadian researchers report in a new review pub-

lished August 12, 2019 in the Journal of Cutaneous Medicine 
and Surgery.1  

Dermatologists primarily use standard rosacea treatments, 
including metronidazole, ivermectin, azelaic acid and low-dose 
oral antibiotics, to control symptoms with the medications’ 
anti-infl ammatory eff ects. But these therapies also have this 
in common: they act at various stages along the IL-17 pathway, 
inhibiting IL-17’s downstream products or cytokines respon-
sible for T helper (Th) 17 cell diff erentiation, according to the 
authors.  

“Until recently, abnormal functioning of the innate immune 
system and neurovascular dysregulation have been at the fore-
front of the proposed [rosacea] pathophysiologies,” they write. 
“However, the role of adaptive immunity, IL-17 in particular, 
is slowly emerging.” 

Among the fi ndings that support IL-17’s role in rosacea, 
research by Buhl et al found Th1 and Th17 dominance in ery-
thematotelangiectatic, papulopustular and phymatous rosa-
cea, with highest T-cell activity and IL-17 immunostaining 
in papulopustular rosacea.2 The same authors reported on 
increased IL-6, tumor necrosis factor (TNF), IL-20 and CCL 
29 gene expression—all of which are involved in IL-17 and 
IL-22 induction. 

Researchers also have reported that the skin of rosacea 
patients tends to have an increased density of Demodex fol-
liculorum (D. folliculorum), which can lead to the release of 
more IL-17, according to the review in the Journal of Cutane-
ous Medicine and Surgery.

The authors point to gaps in treatment effi  cacy, including 
that there is no cure for rosacea and current treatment options 
lose eff ectiveness with increasing disease severity. Today’s topi-
cal and oral treatments relieve symptoms and slow disease pro-
gression but they are associated with relapse when discontin-
ued and treatments are lacking for severe and treatment-resist-
ant papulopustular rosacea, they write. 

Since IL-17 plays a pivotal role in papulopustular rosacea 
development and there are therapies on the market that target 
the IL-17 pathway, including secukinumab (Cosentyx, Novar-
tis), ixekizumab (Talz, Lilly) and brodalumab (Siliq, Bausch 
Medical), IL-17 inhibitor drugs should be considered for the 
treatment of severe and treatment-resistant papulopustular 
rosacea, the authors reason. 

First approved in January 2015, secukinuman has been 
available the longest, according to the paper. But Stanford Uni-
versity researchers are studying secukinumab, an antibody that 
binds specifi cally to IL-17A and has been shown to be eff ec-
tive in treating moderate-to-severe psoriasis, in a proof of con-
cept study for moderate to severe papulopustular rosacea. The 
study was completed earlier this year but results have not yet 
been posted, according to ClinicalTrials.gov.3

Secukinumab might also be the safest of the three IL-17 
inhibitors, according to the paper in the Journal of Cutane-
ous Medicine and Surgery. Brodalumab, a human monoclonal 
IgG2 antibody that binds to IL-17RA, has a black box warning 
for suicidal ideation and behavior; however, it might also show 
promise in the treatment of severe rosacea because it blocks 
the action of several IL-17 cytokines, according to the paper.

The high costs of these medications could prevent their 
use in diseases other than psoriasis and psoriatic arthritis—
that’s even if further research reveals they are eff ective and safe 
for treatment of severe and treatment-resistant papulopustular 
rosacea, the authors write. e
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M
aking an accurate diagnosis of actinic keratosis 
(AK) based on the histology is crucial as it can 
directly infl uence treatment decisions. However, 
one expert says it can sometimes be challenging 

for a pathologist to distinguish between AK and squamous cell 
carcinoma (SCC) in situ.  

While the defi nitions of actinic keratosis, SCC in situ 
and invasive SCC are well-defi ned and agreed upon, the 
interpretation of the histology can be very subjective and 
may diff er among pathologists and their individual judge-
ment of key histologic parameters. Therefore, it is crucial 
for clinicians to include clinical information regarding the 
lesion for correlation. This will help a pathologist arrive at 
an accurate diagnosis, which enables the dermatologist to 
prescribe the most appropriate therapy, says Travis Vander-
griff , M.D., associate professor in the department of derma-
tology, and dermatopathologist at UT Southwestern Med-
ical Center, Dallas.

“There is a clear consensus regarding the defi nitions of 
these lesions but then making the judgement of whether or not 
some of the criteria that we use to distinguish them are actu-
ally fulfi lled is a lot more subjective than I think people real-
ize,” he notes.

The main diff erence between SCC in situ and AK is that 
in SCC in situ, the full thickness of the epidermis is involved 

with atypical proliferation of keratinocytes; whereas, in AK, 
the atypia is limited to lower levels of the epidermis and not its 
full thickness. The critical point is making the histopathologic 
judgement on whether the full thickness is involved with atypia 
or perhaps just the lower two-thirds of the epidermis. This 
judgement diff ers among individual pathologists and, accord-
ing to Dr. Vandergriff , there is some discretion that patholo-
gists use to decide whether or not the criteria are met. 

Similar to the assessment of dysplastic nevi and other mel-
anocytic neoplasms, there is a certain amount of interpretation 
that is involved by the pathologist and, as such, the inter-ob-
server agreement can often diverge. Dr. Vandergriff  stresses 
that this is not due to a lack of education or knowledge about 
the criteria, but more about the subjective interpretation of the 
individual pathologist if the criteria are being met. 

“When the AK under scrutiny is meeting all the classic fea-
tures like basal layer atypia and intermittent parakeratosis, you 
would generally have a really high level of agreement among 
pathologists. However, when it gets closer to SCC carcinoma in 
situ and the lines start to blur between our defi nition of AK and 
SCC in situ, that’s when there is more dispute among patholo-
gists,” Dr. Vandergriff  says. 

When pathologists can incorporate clinical informa-
tion into interpreting a case they can arrive at a more accu-
rate diagnosis, Dr. Vandergriff  says. For example, including 

Making an accu-
rate diagnosis of 
AK based on the 

histology is crucial 
as it can directly 

infl uence treatment 
decisions.

When clinicians 
include clinical 

information regard-
ing a suspect 

lesion, it can help 
the pathologist bet-
ter discern between 
AKs and SCC in situ.
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Clinical observations 
improve pathology report

1a 1b | 1a. Actinic keratosis with follicular extension. There is atypia and crowding of kerati-
nocytes in the lower levels of the epidermis, with atypical keratinocytes extending down 
adnexae including follicles. Follicular extension could be misinterpreted as dermal inva-
sion and may also indicate a lesion more prone to recurrence following treatment.

| 1b. Actinic keratosis. There is atypia and crowding of keratinocytes in the lower half of 
the epidermis, but the granular cell layer is retained. Parakeratosis is focal. The lesion is 
present on sun damaged skin.

Photos: Travis Vandergriff, M.D.
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Cutaneous head 
and neck mela-

nomas have been 
reported to consti-
tute approximately 
12% to 21% of mela-

nomas annually.

CHNM are known 
to have poorer out-
comes than mela-
nomas occurring 

on other anatomic 
regions.

In a recent study, 
researchers found 

specifi c factors 
linked with 

peripherally located 
CHNM lesions.
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C
linicians should be aware of higher risk cutaneous 
head and neck melanoma (CHNM) lesions and 
their potentially worse prognosis when consider-
ing appropriate therapies for their patients. Accord-

ing to recent data, CHNM have poorer outcomes relative to 
melanoma on alternate anatomical sites.1 And, more specifi -
cally, peripherally located CHNM appear to have poorer out-
comes than centrally located CHNM, a new study indicates.2  

Cutaneous head and neck melanomas have distinct charac-
teristics and have been reported to constitute approximately 12% 
to 21% of melanomas annually. The primary environmental risk 
factor for the development of melanoma is sun exposure, particu-
larly intermittent and intense exposures in childhood that lead 
to blistering sunburns. This may, in part, explain the high inci-
dence of melanoma in the head and neck region.

There are several factors that are thought play a role in the 
poorer outcomes seen in CHNM. Compared with melanomas 
that occur on other anatomic locations, this subset of tumors 
may be thicker at the time of diagnosis and may present at a 
more advanced stage. 

In addition, the optimal tumor resection margins in the 
head and neck region are oftentimes very challenging to 
achieve due to anatomic constraints. And, lymphatic drain-
age of this region is variable and complex. 

Although epidemiologic and clinical-histological diff er-
ences according to sublocations (peripheral vs. central) have 
been reported in the literature, their impact on survival has not 
been largely explored. 

In a recent retrospective study, José Antonio Avilés-Izquierdo, 
M.D., and fellow colleagues from the department of dermatol-
ogy, Hospital General Universitario Gregorio Marañón, Madrid, 
Spain, evaluated the epidemiological, clinical, histological and sur-
vival characteristics in a cohort of patients with CHNM. 

A total of 371 patients (female: n=191; male: n=180) with a 
histological diagnosis of CHNM were included in the study 
and were followed up for a mean of 93.6 months. CHNM 
were classifi ed according to ultraviolet radiation exposure into 
peripheral (i.e., scalp, ear and neck) or central (i.e., forehead, 

eyelids, nose, cheeks, and perioral region) lesions. 
Researchers found that peripheral melanomas were much 

more common in men, were diagnosed at a younger age, had 
deeper tumor thickness, were more frequently ulcerated, and 
had a higher (≥6) number of mitoses than those melanomas 
located centrally. 

Data also showed that patients with peripherally located mel-
anomas developed more metastasis, had a higher melanoma-spe-
cifi c mortality, as well as a lower 10-year survival rate (50% vs. 
90%; p<0.001) than those with centrally located melanomas. 

“Cutaneous head and neck melanomas have been associated 
with poor outcomes, especially those located on the scalp. The rea-
son for this diff erence, and whether it is applicable to all locations 
within the head and neck, remains unclear to this date,” wrote 
José Antonio Avilés-Izquierdo, M.D., Ph.D., Enrique Rodríguez-
Lomba, M.D., and colleagues, in the study to soon be published in 
The Journal of the American Academy of Dermatology. 

Several different factors in the study remained as inde-
pendent predictors for melanoma-specifi c survival (p<0.001) 
including peripheral location of the lesion, tumor thickness, 
high mitotic rate (≥6/mm2) as well as patient age (≤65 years). 
Study data also showed that peripheral location had the strong-
est association with melanoma-specifi c mortality (OR 11.93; 
CI 95% 4.77-29.86).

“The reasons underlying diff erences between peripheral 
and central CHNM are still unknown. The uneven distribu-
tion of CHNM between sexes could be due to the protective 
role of hair in the scalp, neck and ears, which are generally cov-
ered by hair, even in elderly women. Another possible expla-
nation is a greater delay in diagnosis of peripheral CHNM, as 
lesions located on the scalp or ears are not easily visible to the 
patient,” the study authors wrote. e
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to see a dramatic increase in very 
elderly patients with NMSCs.”

In the very elderly, NMSCs 
are often detected as an inciden-
tal fi nding during a visit when a 
patient is being seen for another 
reason, according to Molly Moye, 
M.D., a fellowship-trained Mohs 
surgeon in private practice, Fore-
front Dermatology, Louisville, 
Ky. She posed the question of 
whether basal cell carcinomas 
(BCCs) are being overdiagnosed 
and overtreated in this advanced 
age population.

An argument that favors 
biopsy of all suspicious lesions is 
that it is the only way to avoid missing the diag-
nosis of a more serious tumor, such as an amel-
anotic melanoma or Merkel cell carcinoma. To 
limit that risk, patients and their families can be 
educated to watch for worrisome changes and 
about the importance of returning for regular 
follow-up, Dr. Moye says. 

“There is reason to intervene if a lesion is 
symptomatic, such that it is bleeding, itching or 
painful, or if it is reported to be growing rapidly,” 
she says. “In the case of a lesion that is likely to 
be an indolent BCC and not bothersome to the 
patient, however, I consider the patient’s overall 
health status, life expectancy and the likely con-
sequences of treatment versus no treatment, and 
I have a conversation with the patient and his or 
her family to achieve shared decision making,” 
she says.

Dr. Moye recommends performing a biopsy 
whenever there is suspicion of squamous cell car-
cinoma (SCC). The pathology report will then 
guide the treatment decision. The choice of sur-
gical options depends on tumor size, pathologic 
features, anatomic location and patient charac-
teristics. Mohs surgery is generally indicated for 
any tumor that is larger than 2 cm, moderately 
or poorly diff erentiated, or when there is pres-
ence of acantholysis or perineural or perivascu-
lar invasion. 

“Some of my toughest Mohs surgery cases 
involve patients who present with recurrence of 
an aggressive NMSC that was initially treated 
with electrodessication and curettage or some 
other less definitive technique. These tumors 
can grow back very quickly, and, consequently, 
the area of involvement may be much larger than 

it was at the time of initial treatment. In 
this situation, surgery results in much 
greater morbidity than if the tumor was 
treated appropriately with surgery at 
the outset.”

Simple surgical excision, how-
ever, may be preferred in some elderly 
patients given certain circumstances.

“If, in the clinician’s judgment, an 
elderly patient is unlikely to be able to 
sit for the lengthy procedure, standard 
excision can be an acceptable alterna-
tive,” Dr. Moye says.

ALTERNATIVES TO SURGERY

In some cases of high-risk or advanced 
NMSC, surgery may be declined or 

contraindicated for reasons that include comor-
bidity or the likelihood of causing signifi cant dis-
fi gurement or functional impairment. Surgery 
itself may also not be enough if there is metasta-
sis to lymph nodes or distant organs. 

Systemic treatment options for advanced 
NMSC include oral Hedegehog pathway inhib-
itors, vismodegib (Erivedge, Genentech) and 
sonidegib (Odomzo, SUN Pharma) for advanced 
BCC and IV cemiplimab (Libtayo, Regeneron)/
Sanofi -Aventis), a programmed death -1 inhib-
itor, for advanced cutaneous SCC. The use of 
platinum-based chemotherapy as well as other 
chemotherapies have also been described in 
small clinical trials, case series or case reports as 
treatments for advanced NMSCs. 

Radiotherapy can be considered for palliative 
vs. curative intent. The lack of data about effi  -
cacy, safety and quality-of-life impact in the very 
elderly (age ≥80 years) is an issue for all of these 
interventions, Dr. Chang says.

“There is not a good evidence base to guide 
decisions about the use of these treatments for 
NMSC in the very elderly. Although the clini-
cal trials that led to approval of the newer med-
ical options included participants age 65 and 
older, the number of such patients is fairly low,” 
she explains.

“Functional and health status aff ects the abil-
ity of patients to tolerate potential side eff ects of 
systemic treatments, and there is a real need for 
more data,” she says. 

When considering the use of a systemic medi-
cation for treating NMSC in very elderly patients, 
Dr. Chang suggests using the Eastern Coopera-
tive Oncology Group performance status scale 

or the Karnofsky score to assess functional status 
and ordering laboratory tests to evaluate major 
organ function.

Individual goals of care and the potential for 
treatment and follow-up adherence are also taken 
into account.

“Patients need to remember to take their 
medications, watch for side eff ects, and return 

for appointments. There-
fore, it is important to assess 
the patient’s living situation 
because they may need a car-
egiver or family member to 
assist them in these areas. It is 
also helpful to provide writ-
ten instructions using large 

font and simple verbiage that is easy to under-
stand,” Dr. Chang says.

SHARED DECISION MAKING

Eleni Linos, M.D., Dr.PH., professor of derma-
tology, Stanford University School of Medicine, 
Stanford, Calif., advocates for shared decision 
making and incorporating principles of geriat-
rics to the care of older adults with skin cancer.

“We need to apply principles of geriatrics to 
the practice of dermatology when caring for older 
patients. This type of approach is something 
our colleagues in pediatric dermatology have 
been doing for decades when caring for younger 
patients. It is time to do the same for geriatric 
dermatology,” Dr. Linos says. “When caring for a 
on older patient with skin cancer, we cannot only 
focus on removing skin cancer cells. Instead, we 
need to think about the patient’s overall health, 
multimorbidity, polypharmacy, function, cog-
nition, mobility, social support, life expectancy 
and, especially, the patient’s preferences.” 

Doctors need to balance the benefits and 
harms of treatment for each patient, she adds. 

“Older adults are a diverse group with vary-
ing medical needs, values, life expectancies and 
preferences, and the relative weight of benefi ts 
and harms will often be swayed by the patient’s 
preferences. Therefore, we cannot follow a one-
size-fi ts-all recommendation for the treatment of 
NMSCs in this population. The relative weight 
of benefi ts and harms will often be swayed by the 
patient’s preferences.” t
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W
ith more female breast cancer survivors living 
longer, radiodermatitis is increasingly com-
mon. Consequently, dermatologists world-
wide are investigating better ways to identify 

and alleviate it. 
In a commentary published in Breast Cancer — Targets and 

Therapy, a team led by Rene-Jean Bensadoun, M.D., a radia-
tion oncologist with the Centre de Haute Energie in France, 
discussed not only how providers can recognize the types of 
radiodermatitis, but also some treatment options.

“Radiodermatitis is still a pregnant problem for patients 
receiving radiation for cancer,” he says. “Radiation oncology is 
having brilliant results, but acute and late skin toxicity remains 
an inherent side eff ect of most radiation treatments, especially 
in breast cancer, gynecological and rectal cancers.”

In female breast cancer patients, radiodermatitis presents in 
acute and chronic ways. Not only can these forms present dif-
ferently, but therapeutic options also vary, he says.

ACUTE DERMATITIS

Acute dermatitis is identifi ed by symptoms that appear within 
six months of treatment. Patients experience dry, itchy skin 

that can be red, feel warm, and peel along the skin folds of the 
breasts, clavicle, and periauricular areas. 

To date, there have been few evidence-based recommen-
dations on preventing acute radiodermatitis. However, Ben-
sadoun says, new data points to dermocosmetics.

“The role of dermocosmetics has to be highlighted in 
the preventive management of these skin toxicities,” he says. 
“Previously, they were not prescribed by most physicians, but 
recent international guidelines have highlighted their impor-
tant role.”

For treatment, he says, lasers are preferred. Both animal 
and clinical studies suggest low level light therapy (LLLT), 
also known as photobiomodulation or “soft laser” (red light or 
infrared with <150 mW power), can reduce infl ammation and 
prevent fi brosis. Bensadoun’s group recommends initiating 
this treatment after a few radiation sessions and before signifi -
cant redness appears, if possible. However, don’t forego treat-
ment if redness already exists. 

CHRONIC DERMATITIS

With similar symptoms, chronic dermatitis appears after six 
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Radiodermatitis 
increasingly common

Acute dermatitis is 
identifi ed by symp-
toms that appear 
within six months of 
treatment; Chronic 
dermatitis appears 
after six months 
and up to 30 years 
post-treatment.

New data suggests 
dermocosmetics 
may prevent 
radiodermatitis. 

Light therapy has 
also proved effec-
tive to treat both 
acute and chronic 
cases.
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Radiodermatitis is still a pregnant problem for patients receiving radiation for 

cancer.” Rene-Jean Bensadoun, M.D.,  Centre de Haute Energie, Nice, France 

BA
| A. Patient shown with grade 
3 radiodermatitis of the breast. 
B. Patient with grade 2 radio-
dermatitis of the breast shown 
being treated with photobio-
modulation.

Photos: Rene-Jean Bensadoun, M.D.
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STUDY SHOWS NEED TO REDUCE QOL IMPACT

Radiodermatitis affects approximately 95% of all patients who 

receive radiation therapy for cancer. Many of these individuals 

are women undergoing breast cancer treatment, and they report 

developing the condition has signifi cant detrimental impacts on 

their overall quality-of-life.  

In a study published recently in the Journal of Pain and Symp-

tom Management, Yara Christina de Paiva Maia, a professor with 

the Universidade Federal de Uberlandia, and her colleagues inves-

tigated how radiodermatitis affected these patients, fi nding a sig-

nifi cant need for methods to reduce the impact on quality-of-life 

exists.

“The impact of radiation therapy on functionality and the daily 

lives of the patients is sometimes underestimated when compared 

with the chemotherapy period,” de Paiva Maia writes. “However, 

our study and the literature show that this period presents unique 

changes, including modifi cations in their daily routine due to the 

treatment plan, an increase in physical discomfort, and changes 

in the breast appearance.”

According to Laura Beamer, Ph.D., associate professor of nurs-

ing at Northern Illinois University, affected women reveal the itch-

ing, burning, stinging, pain, irritation, embarrassment, depression, 

reduced social interaction and diminished ability to show affection 

all chip away at their happiness with their daily lives. The effects 

can be signifi cant enough to prompt some women to halt treat-

ment, making it critical for dermatologists to fi nd ways to reduce 

the impact as much as possible.

Tracey Gosselin, chief nursing offi cer at Duke University Hospi-

tal, agrees.

“Knowing how radiodermatitis impacts our patients is integral 

to effective treatment,” she says. “We know dermatologists want 

to do whatever they can to improve symptoms and quality-of-life 

for women treated for breast cancer who develop this condition.”

Active treatment is one way dermatologists can augment qual-

ity-of-life. Topical products that contain emu oil can rehydrate the 

dry skin, relieving the itching associated with radiodermatitis. Addi-

tionally, these products have been shown to reduce infl amma-

tion and promote faster healing. Recent research also indicates 

low level light therapy — red or infrared light with power less than 

150 megawatts — can reduce infl ammation, pain, swelling, and 

help save adjacent tissues and nerves. Short pulse dye lasers can 

also help alleviate symptoms in radiodermatitis that emerges long 

after treatment ends.

But, dermatologists can do more than offer medical inter-

ventions to alleviate symptoms. They can also recommend vari-

ous steps patients can implement to reduce the daily impact of 

radiodermatitis.

For example, Gosselin says, teaching patients how to care for 

their skin at home can have a great benefi t. First, she recommends 

teaching patients proper hygiene. Instruct them to gently wash 

the skin, but never to scrub it. Encourage patients to wear cotton 

clothing as much as possible and to never wear tight fi tting under-

wire bras because they can rub and chafe, exacerbating existing 

symptoms. This can be a particular problem for women with large, 

pendulous breasts, she says. 

Additionally, caution patients against getting in hot tubs or 

using heating pads on the impacted skin. They should limit sun 

exposure as much as possible, either staying out of the sun or 

wearing clothing that provides proper coverage. And, they should 

only use alcohol-free products on the skin to limit any burning or 

stinging. 

Overall, Gosselin says, dermatologists must be sure to keep the 

lines of communication open with their patients to discuss any 

changes in their radiodermatitis. Open conversation can help 

patients learn how to augment their own comfort on a daily basis 

even when they can’t see their provider. 

“We must encourage good self-care. To me, that’s the key 

piece,” she says. “Dermatologists must have a really good under-

standing of dealing with this condition from the patient’s perspec-

tive. They might need our help fi nding different treatments or dif-

ferent activities that can best support them during this time.”e
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months post-radiation treatment and up to 30 years later. The average is after 
10-to-15 years. Subsequent chemotherapy or antibiotic treatment, repetitive 
trauma, sun exposure, or further irradiation are common prompts.

Research reveals pulsed dye laser treatment can clear telangiectasia, red 
streaks caused by dilated blood vessels. Using short 0.45-millisecond pulses 
with a 585-nm pulsed dye laser can whiten lesions. Data indicates three ses-
sions can produce 90-percent lesion-size reduction with blood spots disap-
pearing within 10-to-15 days. By comparison, intense pulsed light results in 

a 50% lesion reduction.
Ultimately, Bensadoun says, it’s critical for radiation oncologists and der-

matologists to understand the frequency of radiodermatitis and how to ame-
liorate it. e
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C
an the lips be augmented without dermal filler 
injections? According to Carlos Wambier, M.D., 
Ph.D, the answer is a resounding “yes.” And we’re 
not talking about Kylie’s infamous glass challenge. 

When reviewing results over time of full-face deep chemical 
peels that included the lips, dermatologists discovered that the 
lip tissues weren’t just rejuvenated, they were more defi ned and 
voluminous.1

Peeling off ers anti-aging benefi ts that lip injections do not. 
“There are epidermal changes that take place [after peeling]. 
You make the lips look younger,” says Dr. Wambier, depart-
ment of dermatology, Yale University School of Medicine. 
Not to mention, peeling the lips also stimulates collagen pro-
duction and enhances lip defi nition, he says. Notably, how-
ever, peeling compared with injectable fi llers doesn’t off er 
the same amount of control of the size and shape of the aug-
mented lips.

Dr. Wambier presented on the topic of peeling the lips at the 
Peeling Around the World educational session that preceded 
the AAD Annual Meeting in Washington D.C. earlier this year. 
The session was hosted by the International Peeling Society.

Dr. Wambier’s presentation follows up research published 
last year in the Journal of the American Academy of Derma-
tology (JAAD).1 In the article, Wambier et al. off er a perspec-
tive on the phenol-croton oil chemical peel compared with HA 
fi llers, today’s standard for lip augmentation. But why simply 
fi ll wrinkled, photodamaged lips when you could fully rejuve-
nate and naturally augment them?

Simply injecting the lips is like fi lling an old wrinkled pil-
low, says Dr. Wambier. In keeping with the analogy, one could 
say that the peeling procedure delivers pillow fl uffi  ng service 
along with a fresh new pillowcase.

You could argue that peeling the lips is the ultimate way to 
rejuvenate and enhance their natural shape.

“The degree of lip augmentation achieved depends mainly 
on the individual size of the lips and croton oil concentration,” 
write the authors. Other lip anomalies, including actinic cheili-
tis and actinic dysplasia, can also be treated with the phe-
nol-croton oil peel.

While some may use the classic Baker-Gordon phenol-cro-
ton oil peel with harshly stripping the skin of wrinkles and pig-
mentation, the formulas can be — and currently are — modi-
fi ed, using lower concentrations (with Hetter’s formulas [phe-
nol + croton oil]) to improve the safety profi le while also deliv-
ering more natural-looking results.2

In Brazil, says Dr. Wambier, physicians classify chemi-
cal applications over the skin into two diff erent categories: 
It’s “chemical cauterization” when used to destroy some-
thing, like actinic cheilitis, and it’s “chemical peel” for cos-
metic applications.

“There are three things the peel does,” explains Dr. 
Wambier.

#1– IT CHANGES THE SKIN

Skin is fresh, new, revitalized, and importantly, without 
mutated cells.
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Quick TAKES

1 2 | 1. Male patient shown before and two weeks 
after a lip peel with phenol-croton oil.

| 2. Female patient shown before and three 
weeks after a lip peel with phenol-croton oil.
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Dr. Wambier believes the phenol-croton oil 
peel is a viable  alternative to photodynamic 
therapy and other more expensive, painful and 
time-consuming treatments for treating precancer-
ous lesions on the lips and around the mouth. He 
also notes, however, that there’s a need for studies 
to compare these treatment options.

#2– IT EVERTS THE LIPS BY VERMILION 

RETRACTION.

Similar to the “Botox Lip Flip,” the peel creates 
the illusion of fuller lips by rolling out the upper 
and lower vermillion.  

#3– IT CREATES VOLUME. 

“Volume is related to the surface area of the peel,” 
says Dr. Wambier. “So, if you peel a small surface 
area, there would be less collagen formation. More 
surface area, more collagen.” 

In other words, if a patient has thin lips with 
a straight surface, they don’t have enough surface 
for noticeable results.

In such cases, an injectable fi ller may be appro-
priate as an add-on procedure if the patient desires 
larger or diff erently shaped lips. 

The perfect candidate, he says, is someone that 
has aging lip skin, with a large surface area. “They 
will get a lot of volume and get eversion,” he says.

But the lip peel isn’t for everyone. Dr. Wam-
bier says it’s contraindicated in those with auto-
immune diseases, active cancer or any carcinogen 
exposure, including smokers.

Although phorbol esters found in croton oil are 
known to trigger cell diff erentiation and also have 
anti-cancer and pro-infl ammatory properties, they 
are mainly mediated by protein kinase C activation, 
the same pharmacological mechanism of ingenol 
mebutate (topical treatment for actinic keratosis).3 
Protein Kinase C also causes cell proliferation (like a 
fertilizer). If used in the wrong environment, such as 
co-exposure to carcinogenogenic chemicals or radi-
ation, phorbol esters promote tumor growth.4

LEARNING ABOUT THE LIP PEEL

Dr. Wambier says he doesn’t believe the active 
ingredient in these deep peels is part of the general 
knowledge in dermatology. “The formula that we 
use that creates this magic — it’s not because of the 
phenol; it’s not because of water; it’s not because 
of soap – it’s the croton oil.”

Derived from the seeds of the Croton tiglium 
tree, which is native to Indonesia, Dr. Wambier 
describes croton oil as a stem cell stimulant and 
says this property is what’s responsible for reju-
venating the skin. Phenol, he says, is the ingre-
dient needed to carry the active properties of 
croton oil deep into the tissues. Phenol is very 
eff ective at coagulating old superfi cial cells and 
the superfi cial drainage system: capillaries and 
lymphatic. Without phenol, the croton oil would 
only have very superfi cial eff ects, and its active 
substances would be instantly absorbed to the 
systemic circulation.

When performing the lip peel, Dr. Wambier 
uses Hetter’s formulas after applying topical anes-
thesia with 2% to 4% lidocaine. After degreasing 
the skin to get optimal penetration, Dr. Wamb-
ier spreads the solution on the lips using a swab.

Technique considerations include saturation, 
pressure and number of passes. Saturation can 
be wet, moist, semi-dry. The drier the saturation, 
the more passes you’ll need to perform. And the 
harder you press, the more the peel is absorbed. 
For lip eversion, the peel needs to be applied to the 
vermilion boarder.

Although Dr. Wambier uses a wet technique, 
he says this should be reserved for the experienced 
lip peeler. “The dry technique is safer, but you 
have to apply more layers, do more rubbing.”

But the extra work far outweighs the possibil-
ity of complications, he stresses. If the solution gets 
in the mouth, the tongue swells and is very pain-
ful for the patient.

“Rubbing,” adds Dr. Wambier, “is part of the 
art of peeling.” 

GETTING STARTED

According to Dr. Wambier, many dermatology 
residency programs do not have a history of teach-
ing the chemical peel.

“For those who haven’t had that [hands-on 
training] in residency, they should look for a 
hands-on workshop,” says Dr. Wambier.

There are many, he says. Before coming to the 
United States, Dr. Wambier gave monthly work-
shops on peeling in Brazil. He knows of a plastic 
surgeon in the Portland, Ore., area and another 
in Germany who give regular workshops. Then 
there’s the big theoretical plus hands-on work-
shop provided by the International Peeling Soci-
ety annually in conjunction with the AAD. Dr. 
Wambier has plans to begin offering lip peel 
training in 2020.

Physician or resident, he says hands-on, super-
vised training helps to avoid the potential for 
mistakes when mixing and using chemical peel 
formulas.

“Dermatology residency programs should 
teach chemical peeling in general, and the lips are 
a good place to start because the area is so small, 
and healing is fast,” says Dr. Wambier. e
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C
ompetition for aesthetic patients is increasing, mak-
ing it necessary for most cosmetic practices to stand 
out or stand back. Using botulinum toxin, fi llers 
and energy devices creatively can diff erentiate cos-

metic practice, according to dermatologist Heidi A. Waldorf, 
M.D., of Waldorf Dermatology Aesthetics in Nanuet, N.Y. 

“In this day and age when everyone — including docs from 
other non-cosmetic specialties, no specialty and every NP, PA, 
RN and esthetician (depending on the state) — is advertising 
every procedure in our armamentarium, the only way to build 
a thriving aesthetic practice is the old way: be better,” says Dr.  
Waldorf. “Distinguishing yourself as an aesthetic expert is as 
much about what you do as [what] you don’t do.”

Dr. Waldorf says there are dos and don’ts that show “aes-
thetic sophistication” when using botulinum toxin, fi llers and 
energy-based devices. These tips can help aesthetic practices 
thrive despite the growing competition.

BOTULINUM TOXIN DON’TS

Don’t treat the forehead and glabella simultaneously.
Dermatologists shouldn’t think they need to treat the forehead 

at the same time as the glabella for fi rst-
time patients, according to Dr. Waldorf.

“The number one complaint I hear 
from patients who have had toxin else-
where is that their lines were gone but their 
brows were heavy,” Dr. Waldorf says. “On 
a fi rst-time toxin patient who has any brow 
ptosis or lid hooding, treat the glabella fi rst 

then bring the patient back in two to three weeks to assess the 
frontalis and treat if appropriate.”

Also: Don’t overtreat the periorbital area.
“A sincere smile of enjoyment, called the Duchenne smile, 

requires some movement of the periorbital muscles — smiling 
with the eyes or ‘smizing.’ If you overtreat the orbicularis oculi 
in order to remove all the movement that causes crow’s feet, the 
smile appears fake,” Dr. Waldorf says.

BOTULINUM TOXIN DOS

BUNNY LINES  Dr. Waldorf says do treat bunny lines that appear on the sides 

of the nose during frowning.

CHIN  Do treat depressors of the chin — the depressor anguli oris or menta-

lis, where a few units of botulinum toxin can make a big difference.

PLATYSMA BANDS Do treat the platysma preventively to reduce pull on 

the jawline, she says.

MASSETERS And do treat the masseters in a patient with obvious squaring 

of the jaw and palpable strong muscles. 

“Nine out of ten times, if you ask the patient if he or she has TMJ or teeth 

grinding, the answer will be yes. The patient gets the benefi t of aesthetic and 

symptomatic improvement,” Dr. Waldorf says.

FILLER DON’TS

When treating patients with fillers, Don’t paint by numbers, 

according to Dr. Waldorf.

“There is no ‘right’ amount to inject or injection point that 

works for every patient,” she says. “Look at the patient’s face and 

keep looking as you treat.”

Also: Don’t treat lips on a patient who doesn’t have the perioral 

and facial support for lips. The message, according to Dr. Wal-

dorf, is don’t overdo fi ller anywhere. Less is more.

FILLER DOS

HANDS  Treat the hands, according to Dr. Waldorf. “Patients are more likely 
to ask about hands in terms of brown spots and texture, but introduce the idea 

of hand fi ller when they complain of getting their mother’s hands,” she says.

NECK & CHEST Another area that’s a do: the necklace lines of the neck. 
Dr. Waldorf recommends using a superfi cial fi ller like diluted Belotero (hyalu-
ronic acid, Merz Aesthetics). To treat the crepey skin on the neck and chest, 
she uses hyperdilute Radiesse (calcium hydroxylapatite [CaHA], Merz Aes-
thetics) or Sculptra (injectable poly-L-lactic acid (PLLA)/Galderma), which 
are biostimulators. Do combine tightening treatments like Ultherapy (ultra-
sound therapy, Merz Aesthetics) with biostimulatory fi llers, such as hyperdilute 
Radiesse and Sculptra for the neck and chest, according to Dr. Waldorf.

EARLOBES  Do pay attention to the earlobes. Dr. Waldorf’s tip is to save a lit-
tle of the hyaluronic acid or CaHA fi ller that one might use on a patient’s face 
to re-plump and reshape the earlobes. The added touch is especially satisfy-
ing for the older patient or the post-facelift patient.  It gives a more youthful ap-
pearance and holds earring up more evenly, Dr. Waldorf says.

NOSE  Treat the nose. Filler treatment for noses is called a noninvasive rhi-
noplasty or liquid rhinoplasty. While fi llers won’t mimic the results of a surgical 
rhinoplasty, a liquid rhinoplasty can be used to reshape the nose by narrowing 
and raising the bridge and dorsum, camoufl aging a dorsal hump and raising 
the tip, according to Dr. Waldorf. Dermatologists might introduce the option of 
a liquid rhinoplasty as part of a holistic facial rejuvenation, she says.

JAWLINE & CHIN  A fi nal fi ller do: Treat the jawline and chin. Treat not only 
the pre-jowl sulcus, which can square the bottom of the face, but extend the 
chin anteriorly and create defi nition, Dr. Waldorf says. Using botulinum toxin, 
fi llers and energy devices creatively differentiates cosmetic practices, accord-
ing to Dr. Waldorf. But to get the most out of these dos and don’ts, Dr. Waldorf 
says dermatologists should be sure to remember one general don’t: “What-

ever you do, don’t promise surgical results without surgery,” she says.e
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Dr. Heidi Waldorf offers dos and don’ts for toxins and fi llers
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A
esthetic laser devices are changing rapidly to 
improve effi  cacy and safety — some with features 
straight out of a sci-fi  movie.

“We’re seeing a lot more tools that aid the physi-
cian to get better results; a lot more automation and more appli-
cation-driven menus,” according to E. Victor Ross, M.D., skin 
laser surgery specialist at Scripps Clinic Carmel Valley in San 
Diego. “There are more navigational features in laser technol-
ogy, where the end user is going to be able to do assessments 
based on monitoring of the device with built-in diagnostics.”

In essence, the devices are becoming more automated. 
Some examples: Sciton is using optical 
coherence tomography to “pre-look” at 
the skin from the inside out. The non-
invasive imaging technology helps med-
ical professionals assess the skin and pro-
vides feedback about what settings might 
be good for resurfacing. Cynosure has a 
pigment meter that gives providers proper 

guidelines for settings based on the color of the skin, accord-
ing to Dr. Ross.

LASER DEVICE INNOVATIONS

Laser technology advancements present the opportunity to 
improve nearly every skin aging concern.

The Dermastat handpiece (Cutera) is one such advance on 
Cutera’s excel V, a 532 nm and 1064 nm device to treat vascu-
lar and pigmented lesions. The excel V is a great time-tested 
technology — it’s been around for about a decade. The tech-
nology turned new again and has been made better, accord-
ing to Dr. Ross.

“The company has done three things to make it better over 
the last year. They’ve increased the power, which means it has 
a larger spot size; they have a thicker cooling window, which 
means it’s more comfortable and safer; and they’ve added this 
small handpiece, the Dermastat handpiece, which was the 
handpiece available on the very fi rst model of the Gemini, the 
precursor to the excel V,” Dr. Ross says.

Using the pencil-sized Dermastat handpiece, dermatolo-
gists can navigate easily around the nooks and cervices, like 
the corners of the nose or the corner of the eye.

For facial rejuvenation, dermatologic surgeon Suneel Chi-
lukuri, M.D., of Refresh Dermatology in Houston, often turns 

to the 1927 nm thulium laser Lase MD by Lutronic.
“It’s remarkable in terms of what we can do with this laser 

because we can limit the downtime to a day or less and really 
see nice changes in terms of skin quality and fi ne lines. I call 
it kind of a ‘polisher’ with minimal to no downtime,” Dr. Chi-
lukuri says.

The 1927 nm thulium is a strong contender for patients 
who aren’t willing to endure the downtime that comes with 
laser skin resurfacing with a carbon dioxide (CO2) or erbium 
YAG (er:YAG) laser, he says.

Dr. Chilukuri says that treatment with the Lase MD isn’t 
painful and there’s no numbing involved. Patients usually are 
red for about a day.

“Occasionally, if I’m going more aggressively with it, they’ll 
be a little bit more red and slightly swollen for about three 
days,” he says. “The Lase MD is not going to be for the deep 
rhytids or deep static lines that are on the face because it’s not 
powerful enough unless you do multiple treatments.”

FAT, SKIN TIGHTENING & COLLAGEN

Dr. Chilukuri also has experience with the recently released 
Accutite (InMode), which he says is an upgrade from earlier 
radiofrequency (RF) devices.

“Accutite really works well for skin tightening but also for 
melting small pockets of fat, like the submental fat. For those 
patients who don’t want the downtime from Kybella (Allergan), 
Accutite works great. It’s often a one and done. Results con-

tinue to improve over six to nine months. 
We’re also using this device for the lower 
eyelid for skin tightening. I’m involved 
with some research on this indication with 
an oculoplastic surgeon to determine the 
ideal depth of treatment and the best pro-
tocol,” Dr. Chilukuri says.

One of Dr. Chilukuri’s favorite and 
most utilized devices is BTL’s Exilis Ultra, which is the fi rst 
technology to combine radiofrequency (RF) and ultrasound 
in one handpiece, according to Dr. Chilukuri. There isn’t any 
downtime, although patients might be red for 30 minutes after 
treatment. Exilis Ultra works well for stimulating collagen pro-
duction, reaching the ideal temperature whether it’s on the face, 
the neck, the body — from 41 to 43 degrees Celsius — quickly 
and painlessly.
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“We think its rapid and more evenly spread 
head is due to the ultrasound energy. It’s an unfo-
cused ultrasound with a unipolar monopolar RF.  
It’s a fantastic device that I use multiple times a 
day,” Dr. Chilukuri says.

BTL’s Emtone is among the newest devices in 
the aesthetic realm. It combines acoustic wave and 
radiofrequency. Dr. Chilukuri says BTL is mar-
keting the Emtone for cellulite and is seeking FDA 
clearance for other indications.

“What we’re seeing in our practice is that 
Emtone works really well for skin tightening espe-
cially on abdomen, the décolletage, arms and legs. 
The biggest advantage of putting both of those 
technologies inside one handpiece is that you’re 
able to get to higher temperatures more comfort-
ably for the patient than ever before,” Dr. Chi-
lukuri says. 

LONGER LIFE, DUAL WAVELENGTHS & 

INTERROGATION SYSTEMS

Another hot topic and technological advancement 
is microneedling with radiofrequency primarily 
for skin tightening, according to Dr. Ross.

“We’ve done a lot of work with the Genius 
device (Lutronic). It has a so-called intelligence 
design where it actually constantly interrogates the 
skin to look for the maximal deposition of energy,” 
Dr. Ross says.

There are several problems with radiofre-
quency microneedling devices, including that the 
needles oftentimes don’t go in all the way, accord-
ing to Dr. Ross.

“Lutronic worked on that in two ways. They 
have a more powerful motor and sharper needles, 
but more importantly they have this interrogation 
system,” Dr. Ross says. “If you don’t deliver all 
the energy that you’re supposed to, it gives you 
a warning.”

Candela has its new Vbeam Prima pulsed dye 
laser device. That’s an important advancement 
because it does things pulsed dye lasers couldn’t 
do before, according to Dr. Ross.

“It has a longer dye life. It has two wavelengths 
versus one wavelength,” Dr. Ross says.

ACNE, STRETCH MARKS & SKIN TIGHTENING

One of the lesser known companies that has a 
good track record is Fotona, which manufactures 
the multi-application aesthetic laser system, SP 
Dynamis. The Fotona aesthetic laser is a versatile 
and powerful device, according to Dr. Chilukuri.

“That’s one of the devices where I think der-
matologists — especially those with fellowships in 
lasers and cosmetics — are going to hit a homerun 
because there are so many options with this laser. 
You can use it to treat acne, to treat stretch marks 
and for skin tightening,” he says.

The Aerolase Neo (Aerolase) is another exam-
ple of a device that’s revolutionizing acne treat-
ment, according Dr. Chilukuri.

Dermatologists can use the Aerolase Neo on 
patients with active acne to generate high energy 
at a safe level to reach the dermis and signifi cantly 
clear lesions within 24 to 48 hours after treatment, 
Dr. Chilukuri says. 

“The difference between this and the orig-
inal nd:YAG lasers that we’ve used for ever and 
ever is the microsecond pulse. This utilizes 650 
microseconds which is longer than nanosec-
ond and picosecond pulse durations,” he says. 
“Even though the device is physically small — it 
looks like a little suitcase — the Aerolase Neo is 
extremely powerful. We use it most often for acne, 
but we also use it for telangiectasias, rosacea, PIH 
and for what I call a laser toning procedure where 
you can tighten up the skin. It’s not as powerful as 
the Exilis Ultra or the Accutite with a single treat-
ment, but it works quite well with no downtime 
and is safe for all skin types.”

MULTIPLE SINGLE-SESSION TREATMENTS

Sonia Batra, M.D., M.Sc., M.P.H., medical direc-
tor at Batra Dermatology in Santa Monica, Calif., 
and co-host of The Doctors, says she is using mul-
tiple devices on the same day to consolidate down-
time and give patients more dramatic results. For 
example, Dr. Batra has several devices from the 
Venus company and off ers patients the company’s 
Tribella protocol.

“We do intense pulsed light (IPL) which is more 

for discoloration. We do radiofrequency, which is 
more for toning and tightening the skin. Then, on 
the same day we also do Venus’s nanofractional 
radiofrequency which is a resurfacing handpiece,” 
Dr. Batra says. “We’re doing this with other lasers 
and devices in our practice too, where we try to 
have the patient come in and address a couple of dif-
ferent concerns with diff erent devices on the same 
day.  For example, I frequently will treat vascular 
lesions with a VBeam pulsed dye laser on the same 
day as I treat pigment and texture with a PicoSure.”

Dr. Batra says that she sets the energy of each 
device a bit lower than she might if she were using 
one device, alone. She does that to avoid compli-
cations from stacking heat in the skin.

“We’ve also become much more precise about 
how we allot our time as our patients and I have 
to have enough time to do multiple devices in one 
visit. In the Tribella protocol, for example, the 
radiofrequency I delegate that to my registered 
nurse. But the nano-fractional RF and IPL I per-
form myself,” Dr. Batra says.

As a result of combining devices, patients get 
results that approach much more aggressive treat-
ments and devices with much less downtime.

“For example, the Tribella protocol addresses 
both color as well as texture as well as some 
aspects of laxity, with usually about three days of 
being pink and puff y. Many patients would prefer 
a series with this protocol as compared to a full-
blown fractional CO2 laser, which would be 7 to 
10 days of downtime,” Dr. Batra says.

These technologies are catching up with aes-
thetic providers’ and patients’ wish lists, accord-
ing to Dr. Chilukuri.

“I think the next steps are more automation 
and interaction between the operator and the 
device. A lot of things are happening. I think we’ll 
see things happen even faster in the next fi ve years 
than in the last fi ve years,” Dr. Ross says. e

Disclosures
Dr. Batra has worked as a consultant for Venus. Dr. Ross is a consultant with and 
has done research for Lutronic and has received honoraria from Candela. Dr. Chi-
lukuri has worked as a consultant and speaker for Alastin, Aerolase, Allergan, BTL, 
Cynosure, Eurothread, Galderma, InMode, Lutronic, PCA Skin, Sinclair, Theravant, 
Under Skin and ZO Skin.

49

cosmeticOCTOBER 2019

1 2
| 1. Female  patient shown before and one month after a 
single treatment with the lase MD  (Lutronic).

| 2. Female patient shown before and three months after 
two treatments with Exilis (BTL).

Photos: Suneel Chilukuri, M.D.



A 
change in government payment policy for derma-
tologists and other physicians in selecting offi  ce 
coding and billing for evaluation and management 
(E/M) is scheduled to begin January 2021. 

“The Centers for Medicare & Medicaid Services (CMS) 
decided over a year ago that it wanted a decrease in the doc-
umentation burden on the physician,” said Mark Kaufmann, 
M.D., an associate clinical professor of dermatology at Icahn 
School of Medicine at Mount Sinai in New York. “CMS pro-
posed creating a new coding system with fewer codes, thereby 
creating less of a diff erential and less work that would need 
to be done by the physician to choose a code when it came 
to judging a patient’s offi  ce visit and the way they would bill 
that visit.”

CMS provided a timeline to institute the change, in order 
to allow the American Medical Association (AMA), the Cur-
rent Procedural Terminology (CPT) code and the AMA’s Rel-
ative Value Scale Update Committee (RUC) to come up with 
an alternative plan. This past July, CMS proposed to institute 
this alternative plan.

“The codes remain the same, except for the deletion of one 
of the E/M codes, but the way that we choose the codes has 
changed,” says Dr. Kaufmann, who spoke on pending health-
care policy changes relevant to the practicing dermatologist 
in August at the annual meeting of the Pacifi c Dermatologic 

Association in San Diego. “The change in coding will require 
a re-education of all clinicians in the country over the next 12 
months. However, I believe this change in the paradigm for the 
way we code offi  ce visits will be a net positive for the specialty.”

Dr. Kaufmann expects the coding changes to be fi nalized 
in November;  yet they will likely not take eff ect until Janu-
ary 2021. 

The new coding will be predicated on either time or med-
ical decision making (MDM). “Currently, everyone counts 
the number of bullet points in their notes that are related to 
patient history and physical examination,” Dr. Kaufmann said. 
“Those bullet points will no longer be necessary for billing 
purposes, although some may be required for good medical 
care and for medical liability reasons.”

Dr. Kaufmann expects that most dermatologists will use 
MDM rather than time as their code determinant.

Modifi er 25 is a second potential hurdle for the fi eld of der-
matology. “This is a billing situation when we do a procedure 
on the same day as an offi  ce visit,” Dr. Kaufmann says. “Pres-
ently, we actually have to identify the offi  ce visit with the 25 
modifi er as being separate from the procedure, in order to be 
paid for both.

CMS has decided not to fi nalize changes in reimburse-
ment for Modifi er 25 visits, for the time being, in response to 
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 The change in coding will require a re-education of all clinicians in the country over the 
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S
mart thermostats, home security 
systems, fi tness watches and other 
devices that connect with each 
other and the internet make up what 

is called the Internet of Things (IoT). And these devices are 
ubiquitous these days. 

There is another world of internet-connected devices that 
has not caught on quite so quickly: The Internet of Medical 
Things (IoMT). Andrew Keller, M.D., chief medical offi  cer 
and chief medical information offi  cer for Western Connecticut 
Medical Group describes the IoMT as “devices that can col-
lect and exchange data — either with users or other devices — 
via the internet, and are used to allow doctors to be more aware 
of a patient’s condition on real-
time basis.”

The IoMT could potentially 
make managing chronic condi-
tions more efficient and more 
cost-effective. But first physi-
cians have to learn what these 
devices are and how they can 
be used safely and eff ectively.

GAME CHANGER

IoMT technologies cover a 
wide range of clinical uses. 
Smart watches and MedicAlert 
bracelets can detect falls and 
call emergency medical ser-
vices. An implantable pulmo-
nary artery catheter can connect 
to an external device, such as a 
mobile phone, and notify the 
doctor when pressure increases

Another high-tech device 
on the IoMT is the “smart pill.” 
These oral medications have 
ingestible sensors that, when 
activated by stomach acids, 
transmit messages to a patch 
on the patient’s arm, which 
in turn sends a message to a 
smartphone app. This allows 

physicians and family members to make sure 
dementia patients or patients with mental health 
problems, for example, are taking their medica-
tions as prescribed.

Clinical trials are beginning to prove the benefi ts of some 
of these devices. A May 2018 study in JAMA Cardiology found 
that an Apple watch with an app called Cardiogram could 
detect abnormal heart rhythms with close to 97% accuracy.

“When this data is transmitted via the internet to the doc-
tor — or someone at the monitoring station — the doctor can 
adjust medicines or take whatever steps he or she feels neces-
sary,” Keller says.

52

business

AVERY HURT | Medical Economics

Another world of 
internet-connect-

ed devices that has 
not caught on quite 

so quickly is the 
Internet of Medical 

Things (IoMT).

The IoMT 
could potentially

 make managing 
chronic conditions 
more effi cient and 

more cost-effective, 
once they can be 

used safely and 
effectively.

Clinical trials are just 
beginning to prove 

the benefi ts of some 
of these devices.

Quick TAKES

INTERNET OF MEDICAL THINGS CONTINUES ON PAGE 58f

‘Internet of Medical 
Things’ emerges

DermatologyTimes®OCTOBER 2019

from the
pages of

By JOHN JESITUS

With very low entry costs and instant worldwide 

reach, social media has largely replaced print 

and TV marketing. On the downside, however, 

the lack of peer review allows people to “game” 

online media by publicizing products or treat-

ments that lack evidence and, ultimately, con-

sumers suffer. 

That’s according to Gregory A. Buford, M.D., 

who presented “The Dark Side of Social Media: 

Where We Are Heading and What Should Be 

Done,” at this summer’s Cosmetic Bootcamp 

in Aspen, Colo. 

“They’re so surrounded by all this informa-

tion. They don’t know what’s real or unreal. They 

can get pulled into this cult of personality and 

fooled,” says Dr. Buford.

And, according to the Denver-based plastic 

surgeon, battling the unscrupulous underbelly 

of social media requires educating patients 

and calling out posers.

THE PERSONALITIES

Dr. Buford divides the social-media jungle into a 

handful of archetypal personalities:

SOCIAL MEDIA PERSONAS

 THE NEWBIE Social media neophytes may post 

three times one week and nothing the next. “It’s very 

irregular in frequency and content. There’s no focus 

— they’re all over the place.” 

 THE PROFESSOR These providers offer pure edu-

cation, just the facts. “Botox (abobotulinum toxin A, 

Allergan) does this; this laser does that. It’s boring.” 

There’s no fl uff, he says, but also no patient stories to 

hook readers.

 THE ROCKSTAR “Look at me! It’s an emphasis 

on the individual. It’s a plastic surgery page, but 

somehow all you’re seeing is their Chanel shoes.” 

Such people often anoint themselves as role mod-

els, says Dr. Buford, but such a distinction can only 

be conferred by peers who respect you and your 

work.

 THE REBEL The ‘James Dean’ of aesthetic health-

care, this person promotes novel techniques, with 

few if any post-treatment pictures. “They never get 

around to showing you how it turns out when they 

SOCIAL MEDIA PERSONAS CONTINUES ON PAGE 58f
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I
nstagram has quickly become a titan in the world of social 
media marketing. This has been no truer a case than in 
the health and medical industry. People are taking their 
health into their own hands, and in doing so, are actively 

looking to connect with providers and practices that can aid 
them in their journey. 

Practices have long since realized the benefits an active 
and engaged social community could have on their practice 
or hospital system. Yet, they often struggle to ever realize that 
value and achieve success. One of the most common questions 
I receive from clients and acquaintances in the healthcare world 
alike is: “how do I grow an active following on Instagram?”

It can seem like a real head scratcher: Do people care about 
what we are doing in our medical practice? I understand them 
liking, following and engaging with a clothing or product com-
pany, but us?

Well, fear no more. I am going to walk you through eight 
diff erent proven tactics that we use week-in and week-out to 
grow medical Instagram accounts.

Don’t just take my word for it, you can see lots of practices 
and providers killing it on Instagram using these same tactics.

Step #1– 
CREATE YOUR PERFECT PATIENT AVATAR

Before you start any marketing or advertising initiative, much less 

in social media, you need to defi ne who your ideal target patient 

is and create that patient profi le, or avatar. Just like you would 

target a specifi c audience to whom to sell a product, every prac-

tice or specialty has a specifi c type that tends to walk through the 

doors. Some practices may have a broader patient scope than oth-

ers. For instance, a dermatologist may have two avatars or patient 

profi les: one for dermatologic procedures and one for cosmetic/

aesthetic procedures.

Thus, to fi nd where your patients are on social media, you 

need to understand them:

Where do they hang out?

What types of restaurants do they like?

What do they do for hobbies?

What type of fi tness are they into? Yoga? Crossfi t?

Answering these questions will allow you to know where to go 

on Instagram to leverage profi les that have these types of followers. 

Step #2– 
FOLLOW & ENGAGE —  GET SOCIAL!

Now that you have developed those patient profi les, it’s time to 

start creating a list of hashtags and handles that closely align with 

the lifestyles of the people in your target demographic. 

Instagram is about being proactive, not passive. You need to be 

on the platform daily following, liking, commenting and engag-

ing in your community. The more you do this, the faster your 

account will grow. For instance, if you are trying to grow your 

patient base of post-college graduate women, checking out who 

your local barre or cycling studio is following and who is follow-

ing them is a great place to look. 

Step #3– 
LEVERAGE INSTAGRAM STORIES 

Instagram stories are all the rage. Practices have been late to jump 

into the game of leveraging them. 

Generally, any new tool or product releases that major social 

media platforms come out with can be to your advantage and it’s 

worth fi guring out a way to leverage them. The reason? The plat-

forms want to push adoption so they will usually give preferen-

tial treatment to those tools in terms of feed placement, increased 

organic reach and engagement.

The same holds true for Instagram Stories. Instagram wants 

a continuous stream of new and live content and the best way to 

do so is with Stories. Therefore, if you really want to explode 

your organic reach you need to extend beyond just posting on 

your wall and start adding content regularly to Instagram Stories.

Step #4– 
GET YOUR PROVIDERS INVOLVED

Long-term social media success ultimately takes buy-in by all the 

providers in your offi  ce. You will struggle to gain traction over 

time if you don’t succeed in getting everyone involved.

Take a look around Instagram at the medical practices having 

signifi cant success. The providers tend to play a critical role in 

the content that is being produced.

Getting your providers involved has a two-fold eff ect:

  It will continue to establish each as a thought leader in their 

space online, making it more likely for patients to fi nd or 

seek them out.
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There are 
benefi ts to an 

engaged 
audience.
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knowing who yours 

is and where 
to fi nd them.

Hashtags and 
stories are keys 

to success.
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Expert discusses 8 ways to grow your practice following 

JUSTIN KNOTT | President, Intrepy Healthcare Marketing

INSTAGRAM CONTINUES ON PAGE 56f

Better Instagram results
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“ Hashtags are a core component of how Instagram informa-
tion is disseminated, found and consumed. All too often, howev-
er, practices are using the wrong hashtags or not using them at 

all, and it is killing their reach.”Justin Knott, president, Intrepy Healthcare Marketing,  Atlanta 
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  It establishes the beginnings of the “know, like 

and trust” relationship with them before a new 

patient ever walks through the door. This is 

crucial for gaining new patients.

Step #5– 
BRING PATIENTS INTO THE OFFICE 

& OPERATING ROOM 

People love seeing authenticity on social media. By 

inviting them into your offi  ce and showcasing what 

you do, whether it is in the clinic or the operating 

room is big.

Take a look at what Sandra Lee M.D., a.k.a. Dr. 

Pimple Popper, has been able to accomplish with a 

camera and some dermatologic tools. She has amassed 

millions of YouTube, and Instagram followers, her 

own television show and quickly become one of the 

most sought-after dermatologists in the country, sim-

ply by letting people into her offi  ce to see her in action. 

Come to fi nd out, people really, really like to watch 

gross pimples being popped.

If the idea of shooting video is overwhelming, 

consider this:

Jump on Amazon and purchase a ring light and 

lapel mic to ensure the lighting and sound quality 

are good and then point and shoot with your phone. 

Then hire an agency to create some professional video 

animation templates that include an intro, lower-third 

overlay and outro with a clear call to action.

High-end templates will add a level of profession-

alism to your videos and ensure brand consistency.

Step #6– 
GET ON THE INFLUENCER MARKETING TRAIN

Why battle uphill trying to grow your account when 

you can leverage people that are already there and 

serving your target audience? That is where infl u-

encer marketing comes in. Infl uencer marketing is 

essential leveraging someone else’s already estab-

lished audience to get your brand message in front 

of their followers. It works so well because they have 

already established trust with their audience. Pick 

the right people, and it will do wonders to drive new 

brand awareness and patient growth.

There are a few keys to consider when leveraging 

infl uencer marketing:

  Follower count does not always matter. You 

would rather have a local account with 2,000 

super-targeted, local, potential patients than 

an account with 1 million followers from all 

over the world.

  Make sure the terms of your arrangement are 

very clear for what they get and what you receive 

in return. A contract is recommended here.

Infl uencer marketing can be utilized in many dif-

ferent ways for the benefi t of the practice. Including: 

promoting a product or service, showing a demo, 

sharing a REAL patient success story your audience 

can connect with and much more.

Step #7– 
USE THE RIGHT HASHTAGS

Hashtags are a core component of how Instagram 

information is disseminated, found, and consumed. 

All too often, however, practices are using the wrong 

hashtags or not using them at all, and it is killing 

their reach.

When searching for the right hashtags, it is ben-

efi cial to leverage a free tool. There are several that 

are out there that can help you see what hashtags are 

trending and being used for particular topics.

My general rule of thumb when it comes to the 

right mix of hashtags is this:

  Make sure you use the full allotted 30 hash-

tags that Instagram allows per post.

  Have a blend of tags related to post topic, your 

city, target demographic as well as anything 

that may be trending.

  Try to stay away from hashtags that are so pop-

ular that your post will be buried in a matter 

of seconds by a fl ood of new content from big-

ger accounts than yours, for instance, #beauty 

#love #happy.

Infl uencer marketing can be utilized in many dif-

ferent ways for the benefi t of the practice. Including: 

promoting a product or service, showing a demo, 

sharing a REAL patient success story your audience 

can connect with and much more.

Let’s say you’re a dermatology practice located in 

Atlanta and posting a video demonstration of a new 

laser skin resurfacing procedure. You could incor-

porate a blend of these types of hashtags:

#laserskincare #laserskinresurfacing #laserskin-

rejuvenation #atl #atlanta #atlantamoms #atlantafi t-

ness #momsquad #mommymakeover #buckheadatl 

#aesthetics

There are not 30 here, but you get the general idea 

of the ideal blend that should be used. 

Step #8– 
ENCOURAGE EMPLOYEE INVOLVEMENT 

Last, but certainly not least, is get your employees 

involved and excited about the success of the Insta-

gram program.

You would be hard-pressed not to be able to fi nd 

several of your employees that are very active on their 

social media in their personal life. Put a program 

in place that not only encourages but rewards your 

employees for getting onboard with helping promote 

the practice to their sphere of infl uence. You could 

even try a monthly employee takeover day where they 

handle content creation for the day on the account.

Make sure you set guidelines and parameters, but 

this can be a great way to gain access to new audi-

ences in the local community. Consider having signs 

or posters created that the employees can use to have 

fun with patients and to create more visual content.

WRAPPING UP

Instagram marketing for medical practices is one 
of the most eff ective ways to reach new patients 
and broadcast your content. Be patient but pro-
active with the growth and don’t be afraid to try 
new things. But, most importantly, be engaged, 
be consistent and create a structure for provider 
involvement.

Follow these tips, and your practice will be well 
on its way to cultivating an active community of 
loyal patients.

If you are looking for more tips to grow your 
Instagram following make sure to check out this 
13 Instagram Marketing Tools Every Practice 
Needs ASAP eBook. e

Disclosures
Justin Knott is the president of an award-winning healthcare marketing agency, 
Intrepy Healthcare Marketing. He founded his agency in 2014 to bring a specialized 
approach to marketing for medical and dental practices. His primary focuses lie in 
digital marketing, social media marketing, medical SEO strategy, and advertising 
to help practices generate new, targeted patients. Justin has been published as an 
SEO and marketing thought leader in dozens of online publications.
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In an interview with Cardiology Today, Jagmeet 
P. Singh, M.D., Ph.D., Cardiology Today edito-
rial board member and associate chief of the car-
diology division at Massachusetts General Hospi-
tal, described this technology as a “game changer.”

“Since the sensor and its ability to record ECGs 
and classify the heart rhythm is FDA-approved, it 
will begin to fi nd its way into clinical practice and 
potentially into the electronic health record,” he 
says. “It will certainly create a heightened awareness 
about rhythm disturbances and atrial fi brillation.”  

In a separate editorial, Dr. Singh expressed cau-
tious optimism about trends in digital health, writ-
ing that “both [artificial intelligence] and digital 
strategies will make the delivery of care both more 
patient-centric and cost-eff ective. The advances in 
mobile and wearable devices and sensors will help 
initiate the transition from conventional transac-
tional care to a more continuous form of managing 
our patients.”

A PRESCRIPTION FOR VALUE-BASED CARE

The IoMT could also improve physicians’ bottom 
line. According to data published in 2017 in the 
American Journal of Preventive Medicine, 86%of 
healthcare expenditures are for people with chronic 
conditions, including cardiovascular disease, dia-
betes, obesity and dementia.

And these patients are far more likely than oth-
ers to end up in the emergency department. A 2015 
study in American Journal of Managed Care found 
that patients with the highest care utilization rates, 
particularly those with multiple chronic conditions, 
were fi ve times more likely to visit the emergency 
department than patients with low utilization rates.

Being able to proactively manage these time- and 
resource-intensive conditions could save money 
as well as lives. “A device that signals when the 
patient’s health is changing and alerts the doctor 
could make it possible to intervene early and reduce 
hospitalizations and improve patient outcomes,” 
says Steven Waldren, M.D., vice president and chief 

medical informatics offi  cer at the American Acad-
emy of Family Physicians.

“This technology allows you to manage people 
with chronic conditions more effi  ciently and eff ec-
tively without them having to come into the offi  ce,” 
he says. “As folks are moving toward value-based 
care, being able to manage patients with chronic 
conditions at home could help practices be more 
profi table.”

IoMT technologies can also improve patient 
engagement. According to Accenture’s 2019 Digital 
Health Survey, 53% of patients surveyed would be 
more likely to choose a primary care provider who 
uses remote or telemonitoring devices to monitor 
and record health indicators. That’s up from 39% 
in 2016, and the trend is more noticeable in younger 
patients. “There’s a lot of push now for this type of 
care from a subgroup of patients who want to have 
their health data themselves,” says Dr. Waldren.

Payers are pushing for it, too. “If Medicare will 
pay doctors to use these technologies, then they’re 
more likely to use them,” says Dr. Waldren. And 
Medicare is doing just that. The CMS 2019 Fee 
Schedule includes three additional CPT codes for 
remote patient monitoring devices.

According to the Center for Connected Health 
Policy 2019 State Telehealth Laws and Reim-
bursement Policies Report, there has been a slight 
increase in state Medicare programs that reimburse 
for at least some remote patient monitoring.

SECURE AND STANDARDIZED

This world of increased connectivity does pose 
challenges, however. Healthcare data is a prime tar-
get for hackers, and any internet-connected device 
poses a risk. “If you’re going to use these devices 
with your patients, you need to make sure that the 
devices are HIPAA-compliant and being used in a 
HIPAA-compliant way, “ says Ron Sterling, a con-
sultant who specializes in health-care IT.

Consumer-oriented devices — fi tness trackers, 
nutritional programs, and so on — are not  neces-

sarily HIPAA compliant, and patients are under no 
HIPAA obligations. “You must make sure you’re 
meeting all the HIPAA requirements, but you’re 
not responsible for what the patient does,” says 
Mr. Sterling. “Devices that you’re prescribing to 
patients are another matter. You have to stick to the 
same HIPAA standards and take the same security 
steps you do with portals, passwords and so on.”

A physician who is performing due diligence 
and using FDA-approved devices from trusted ven-
dors should be fi ne, though. But patients may not 
be as aware as their doctors of the security risks. 
When using remote monitoring devices or other 
IoMT technologies, “the doctor should explain the 
privacy issue to patients and make sure patients are 
aware the risks and benefi ts, and that the benefi ts 
do outweigh the risks,” says Dr. Keller.

Interoperability and standardization pose addi-
tional challenges. As these devices become more 
widely used, manufacturers and regulators will have 
to fi nd ways to ensure that devices can communicate 
easily and securely across a wide range of platforms.

Despite all the potential benefi ts, it’s important 
to use these new technologies not only responsibly, 
but eff ectively. “Doctors need to understand that 
just adopting a piece of technology is not that help-
ful,” says Dr. Waldren. “You need to identify a par-
ticular problem you have with your patient popu-
lation and fi nd a solution to address that. Don’t just 
be enchanted by bright and shiny new tech; make 
sure it’s something that has clinical value.”

Dr. Keller recommends assessing clinical value 
the same way as any other any treatment. “I would 
ask the normal questions about sensitivity and spec-
ifi city,” he says. “There is lots of information avail-
able at presentations and sessions at national con-
ventions, and vendors usually have displays set up.”

The IoMT may not be as widespread as the IoT, 
but it is growing. “The fact of the matter is these 
devices are here, they’re going to be here, and patients 
want to use them,” says Mr. Sterling. Savvy physi-
cians will be prepared. e
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put all the ingredients together. And their procedures are often trademarked — get 

over yourself.” 

 THE MULTI-LEVEL MAMA These people push multilevel marketing lines at the 

expense of science. “There’s often a very creative use of photography, and I say that very 

nicely. We all know what Photoshop is.” When Dr. Buford sees such posts, he’s been known 

to call out those doing the posting, and he encourages colleagues to do likewise.

To understand where social media is heading, he suggests reading The 

Death of Expertise: The Campaign against Established Knowledge and Why It Matters by Tom 

Nichols. “You have the anti-vaxers arguing with you online, even though you 

went to medical school or nursing school and know 100,000 times more than 

they do.”

CUTTING THROUGH THE CLUTTER

To cut through social media clutter, he recommends combining the credibil-

ity of the expert with the eye candy of an authority. An expert has verifi able 

credentials, peer recognition and a client-centric online presence, says Dr. 

Buford, but often a small following. “It’s like having a Picasso in the basement.”

Conversely, self-appointed healthcare gurus often have huge, but not 

well-educated, followings. “If you look at who follows them, it’s not other 

medical professionals — it’s bots and consumers.” Melding the best of the 

expert and authority personas allows one’s online presence to strike a happy 

medium, says Dr. Buford.

He also recommends educating patients about what to look for online. “Tell 

them just because someone makes a claim doesn’t necessarily make it true.” e



strong pushback from medical advocacy groups. 
But CMS has not ruled out potential changes in 
the future.

In addition, several commercial payers have 
already instituted a decrease in reimbursement 
for Modifi er 25 visits, according to Dr. Kaufmann.

Global period codes are a third challenge faced 
by dermatologists. “For instance, packaged into 
the payment for destroying a wart on a patient’s 
arm is an office visit, which is assumed to take 
place over the next 10 days,” Dr. Kaufmann said.

Previously, CMS has sought to eliminate the 
global visits included in the global period codes 
commonly used by dermatologists. But it was only 
prevented by an act of Congress. “CMS is cur-
rently revisiting this issue,” Dr. Kaufmann says.

There are also efforts by medical advocacy 
groups to lessen physician regulatory burden 
imposed by the Medicare Access and CHIP Reau-
thorization Act (MACRA) and CHIP (Children’s 
Health Insurance Program) and the Merit-based 
Incentive Payment System (MIPS), in order to 
delivery both more efficient care and decrease 
rates of physician burnout. 

The MIPS program will probably have some 
changes next year. The minimum MIPS score 
required to be exempt from the 9% penalty in 
2022 will likely be 50% higher than this year, 
which will make it more diffi  cult to simply “avoid 
the penalty.” 

“The time has arrived for dermatologists to 
decide if they will be ‘all in’ in the MIPS program 
or just ‘take the penalty,’” Dr. Kaufmann says.

“Overall, there are a number of challenges in 
the reimbursement landscape that we face in the 
fi eld of dermatology,” Dr. Kaufmann says. “None 
of them are insurmountable, and it is important 
that people are aware of the issues, as well as the 
areas that we are advocating for and against.”

Dermatologists should become advocates for 
these issues, whether on the local, state or national 
level, according to Dr. Kaufmann.

“CMS’ ultimate goal is to decrease the cost 
of healthcare in the country by shifting from vol-
ume-based to value-based healthcare,” he says. 
“We all know where we are going to end up, but 
the road has been a long and winding one. Each 
detour that goes up leads to unintended conse-
quences, and we need to be prepared for anything 
that comes our way.” e
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ATOPIC DERMATITIS (AD) is a chronic, relapsing skin 

disease commonly seen by pediatricians and dermatol-

ogists, although its prevalence in older populations is on 

the rise. The management of AD has traditionally in-

volved corticosteroids, nonsteroidals, and other topical 

agents. In recent years, however, systemic biologic 

therapy has been introduced. New-onset AD is relative-

ly straightforward to diagnose in young children, but it 

can be more complicated in older patients.

In this supplement, three physician experts discuss the 

differences in presentation and treatment of new-onset 

AD across generations.

AGE-BASED DIFFERENCES IN AD

DERMATOLOGY TIMES: How common is new-onset AD 

after early childhood (ie, after age 5 years)? 

Peter Lio, MD: Certainly, most cases of new-onset AD 

will appear before age 5 years, somewhere in the neigh-

borhood of 90%.1 The remaining group of individuals 

develop de novo AD later, even into adulthood, and we 

know a lot less about what drives the onset of their con-

dition. There certainly are some adults who have had AD 

in a mild form since childhood but just never had it rec-

ognized as such until they became older and sought 

medical help for their symptoms.

DERMATOLOGY TIMES: How often do young children 

diagnosed with AD have a family history of the condition? 

Robert Sidbury, MD, MPH: In approximately 80% of all 

cases, patients diagnosed with AD will have a family 

history of AD, asthma, hay fever, allergies, or immuno-

globulin-E reactivity to certain foods.2 That said, the 

manifestation of the condition doesn’t really differ in 

young children with and without a relevant family history. 

The rash itches the same way, manifests and progresses 

in the same areas, and seems to react similarly to triggers 

such as temperature and humidity. 

DERMATOLOGY TIMES: What is different about the 

diagnostic workup for new-onset AD when you are deal-

ing with teens, adults, or the elderly population com-

pared to young children?

Dr. Sidbury: When you are dealing with any case of sus-

pected AD in an older patient, you first want to make sure 

that you have the right diagnosis, that you are not seeing 

something that may itch and have a rash but is not actu-

ally AD at all. In young children, we’ll often just use our 

clinical judgment because AD is such a common diagno-

sis and is typically rather obvious on visual inspection, but 

that isn’t recommended in older patients. Of course, the 

Hanifin and Rajka diagnostic criteria can be used in cases 

in which there is diagnostic uncertainty (Table).3

Older teens, adults, and the elderly are exposed to 

more in the environment than young children. They have 

a greater risk of allergic contact dermatitis, which can 

mimic eczema. There is often a superimposed allergic 

contact dermatitis over a patient’s baseline eczema that 

is causing the majority of the problem. 

In teens and adults, we should also remember to eval-

uate any dermatitis on the head and neck, which, in pa-

tients with corresponding eczema, can be a reaction to 

pityrosporum. 

Dr. Lio: It’s also important to remember that AD can 

change its appearance and distribution in a given patient 

over time. That may, as Dr. Sidbury noted, be related to 

exposure to something like pityrosporum yeast on the 

skin. It may also have to do with occupational or environ-

mental exposures, changes to the microbiome, or per-

haps other factors that we do not yet fully understand. 

DERMATOLOGY TIMES: Is the diagnosis of AD often 

delayed in older patients whose primary care physician 

or other provider simply doesn’t have the condition on 

their diagnostic radar screen?

Dr. Lio: When I did my medical training, AD was consid-

ered almost exclusively a pediatric disease. New-onset 

adult AD was considered unique and interesting. As 

residents, those were the patients we would all want to 

look in on and discuss because they were such fascinat-

ing cases. 

In today’s environment, new-onset adult AD is begin-

ning to be recognized as an important disease in its own 

right, with an incidence as high as 10% of all cases of 

new-onset AD.4

But there are still some unresolved questions. Is that 

increasing incidence a real trend, or is it an epiphenom-

enon? Is this something where now that we’re talking 
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about it more, we’re finding it more in the general pop-

ulation? It’s hard to know whether the incidence of 

new-onset adult AD is actually on the rise or whether it’s 

been there all along.

The reason why AD is more difficult to diagnose in 

adults compared to young children is because there are 

a variety of other entities that mimic the condition that 

are uncommon in young children but more common in 

adults. In particular, cutaneous T-cell lymphoma can look 

a lot like severe AD. That is an extremely rare condition 

in children. Contact dermatitis may be a mimicking diag-

nosis, but it also can be a comorbidity of AD, exacerbat-

ing the condition and making the rash and itching worse 

than it would be otherwise. Again, although it can be 

seen in the pediatric office, it is much more common in 

adults exposed to a broader environment.

Dr. Sidbury: Pediatricians certainly are seeing babies with 

diaper dermatitis due to contact allergies with products 

in the baby’s diaper. Additionally, there are children who 

are allergic to nickel, which is a common juvenile expo-

sure. Perhaps the pediatric community should be thinking 

more about contact dermatitis as a possible diagnosis, 

but it is clearly still more of an issue for adult patients. 

DERMATOLOGY TIMES: How long do older patients 

display some of the primary symptoms of new-onset AD 

before they will eventually end up in your practices?

Dr. Lio: There’s no doubt that I see a range, although 

there is a personal bias because I tend to see more se-

vere cases referred to my practice. That said, I see many 

individuals who have been suffering for a few months 

and are frustrated that they’re not getting the proper 

diagnosis or proper treatment plan, but I also have many 

patients who have been suffering for years. 

When I’m talking to pediatricians or primary care phy-

sicians, I’ll tell them there is a broad misconception that 

everyone who has new-onset AD as a young child is go-

ing to grow out of the disease. I see a lot of these patients 

25 or 30 years later who are now angry because they were 

told for years that the disease would simply go away with 

age and yet they have never “grown out of it.” It is true 

that most young children with AD will eventually grow out 

of it, but that is not a justification to avoid treating the 

condition. It is not yet possible to predict how long an 

individual patient’s symptoms are going to last.

Dr. Sidbury: Do you have adult patients who had given up 

on dermatology, perhaps because we had nothing sub-

stantial to offer them, who are coming back into the fold 

now that there are treatments that can make a difference?

Dr. Lio: Absolutely. A lot of times, it’s the parents of 

children I am seeing who are the ones I will eventually 

treat. They have their children with them who are miser-

able, but when we start talking about the new options 

available to treat their child’s AD, mom or dad will pull 

TABLE HANIFIN AND RAJKA CRITERIA FOR THE 

DIAGNOSIS OF AD

MAJOR CRITERIA (MUST HAVE AT LEAST 3)

□ Pruritus

□ Dermatitis affecting flexural surfaces in adults 

and the face and extensors in infants

□ Chronic or relapsing dermatitis

□ Personal or family history of cutaneous or 

respiratory atopy

MINOR CRITERIA (MUST HAVE AT LEAST 3)

□ Xerosis 

□ Ichthyosis/palmar hyperlinearity, keratosis pilaris 

□ Immediate (type 1) skin test reaction 

□ Elevated serum IgE 

□ Early age of onset 

□ Tendency toward cutaneous infections 

(especially Staphylococcus aureus and herpes 

simplex), impaired cell-mediated immunity 

□ Tendency toward nonspecific hand or foot 

dermatitis 

□ Nipple eczema 

□ Cheilitis 

□ Recurrent conjunctivitis 

□ Dennie–Morgan infraorbital fold 

□ Keratoconus 

□ Anterior subcapsular cataracts 

□ Orbital darkening 

□ Facial pallor, facial erythema 

□ Pityriasis alba 

□ Anterior neck folds 

□ Itch when sweating 

□ Intolerance to wool and lipid solvents 

□ Perifollicular accentuation 

□ Food intolerance 

□ Course influenced by environmental and 

emotional factors 

□ White dermographism, delayed blanch

IgE = immunoglobulin E.

Source: Hanifin JM, Rajka G.3
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up their sleeve to show me their eczema and ask if they 

could come in for a separate assessment on their own.

DERMATOLOGY TIMES: Because of the unpredictable 

nature of AD, what do you tell young children and their 

parents about the likely progression of the condition? 

Do you avoid telling them it is something they will likely 

grow out of naturally?

Dr. Sidbury: I do avoid that language. Now, I don’t avoid 

the idea that there’s hope, because parents are typically 

distraught and not sleeping and everyone’s stressed out. 

To take away the idea that their child will likely grow out 

of the condition is just cruel. The language I use is that 

their child’s condition will likely evolve. Some parents 

may already see an evolution from a condition that was 

more extensor based and facial when their child was a 

baby but then becomes more flexural as their child gets 

a bit older. I will often tell parents that this evolution will 

likely continue with the hope that, by the time their child 

turns age 5 or 6 years, they may be able to simply use 

occasional moisturizer to manage any lingering rash. 

Dr. Lio: There are families who come to us looking real-

ly despondent and discouraged, so we do need to give 

them hope. I don’t think there is anything wrong with 

telling a family, “Don’t worry. Time is on our side. It is 

probably going to get better.”

DEVELOPMENT OF NEW-ONSET AD 

DERMATOLOGY TIMES: In a general sense, how does 

AD develop in babies and toddlers?

Dr. Sidbury: The classic presentation of AD is when the 

infant will start to have facial redness on the cheeks that 

gets bumpy. Initially, parents will often link this to food, 

which is logical in babies when half of their food ends up 

on their face. Food allergies are therefore often the first 

thought. But then the infant will start getting the same 

sort of itchy, extensor-based rash on their arms and 

sometimes on the trunk. The rash typically spares the 

underarm and diaper region. The elbows and knees may 

be involved in a little bit older child.  

DERMATOLOGY TIMES: How does the developmental 

process differ in adult patients?

Dr. Lio: In adults who have had the condition since child-

hood, their severity of disease tends to follow a J-shaped 

curve. Their symptoms were bad when they were young 

children, but then these go into a relatively quiet phase 

for a few years before picking up again. In my experi-

ence, it’s typically patients in their late teens or early 20s 

who notice their symptoms getting worse. That’s one 

group of patients.

A second group of patients, those with true new-onset 

or de novo disease, will often trace back the onset of 

their symptoms to some sort of specific trigger. I find that 

if I question these patients long enough, a lot of them will 

remember getting an itchy rash on their arms or legs that 

they figured was due to some sort of irritation, such as a 

contactant. But then that rash either didn’t go away or 

went away and flared up a few weeks later. For this group 

of patients, it does seem that there was a triggering 

event, either a contact dermatitis, allergic reaction, viral 

exanthem, or some other type of insult that triggered the 

onset of symptoms. Many patients will often tell you they 

had sensitive skin as a child, but it was only after this 

triggering event that they demonstrated signs of AD.

DERMATOLOGY TIMES: What about new-onset elderly 

AD? How does the condition develop in those patients?

Dr. Lio: New-onset elderly AD is a relatively recent phe-

nomenon, but it’s a real thing. These are generally pa-

tients older than age 60 or 65 years. In my experience, 

these are patients who tell me they never had any symp-

toms consistent with AD as adults.

Their symptoms typically start out with dry skin and 

itching. That often naturally occurs as we age because 

our lipid synthesis is down and our skin barrier decreas-

es. Once the dry skin and itching start, that’s when im-

mune activity will begin in some of these individuals. 

Elderly patients have immunosenescence, which refers 

to the gradual deterioration of the immune system 

brought on by natural aging. It becomes a paradox. 

These are patients whose immune system is a bit weak-

ened, yet they develop what is considered to be an in-

flammatory disease. It’s an interesting phenomenon that 

we don’t yet fully understand.
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TREATING AD: AGE-BASED APPROACHES

DERMATOLOGY TIMES: What do you typically set as 

the primary goal of treatment when talking to the fami-

lies of babies and young children with AD?

Dr. Sidbury: My primary goal is to decrease the itch. A 

lot of the secondary issues such as sleep deprivation 

stem from the itchiness of eczema, so if you solve that 

one problem, you’ve solved other downstream problems 

as well. You need to make the child more comfortable.

A secondary goal, when appropriate, is to focus the 

parents’ attention on the value of proper skin care as a 

first priority and less on potential contributors such as 

food allergies absent a compelling history.

DERMATOLOGY TIMES: How do those goals potentially 

change in teenagers and adults?

Dr. Lio: My first goal in my older patients with AD is to 

relieve the discomfort, which almost always involves itch 

but can sometimes include pain as well, especially 

among patients with more severe disease. As Dr. Sidbury 

noted, relieving that itch and discomfort can impact 

many other issues such as sleep discomfort and the in-

ability to concentrate.

I always talk about the three great hurdles of treating AD:

The first hurdle is, “Can I get you clear?” That is fairly 

easy for many patients today if we get them on the right 

treatment. 

The second hurdle is, “Can I keep you clear safely?” 

That’s where things get a bit trickier. Many less experi-

enced clinicians and especially nondermatologists who 

don’t see a lot of AD get stuck. They know to prescribe 

triamcinolone, which will often clear up a patient’s symp-

toms, but then they will stop treatment and the patient 

will flare again. So the patient gets confused. Their phy-

sician tells them not to use this medication for an extend-

ed duration of time, but whenever they stop, their 

symptoms come back. It takes careful planning to keep 

a patient clear for an extended period.

And then the third hurdle is, “Can you keep up with 

your treatment regimen?” The proper skin care neces-

sary to keep AD at bay can be complicated, and some 

patients simply get overwhelmed having to constantly 

apply moisturizers, nonsteroidals, and cortisones de-

pending on the ups and downs of their symptoms. Some 

patients simply tell me they need to find a way to get out 

of the exhausting loop of constantly monitoring and 

adjusting medications for their AD symptoms.  

DERMATOLOGY TIMES: What do you do for those 

patients?

Dr. Lio: Those are the patients for whom we need to 

think about systemic therapies and treating the whole 

person instead of just the skin. In many of them, their 

immune system is highly compromised and there is such 

a wide surface area of eczema or their disease is so se-

vere that topicals are not enough.

Dr. Sidbury: I deal with a lot of parents and their children 

as they get older who absolutely hate putting all of these 

topical agents on their skin every day. Parents especially 

are fearful of the long-term impact of these topicals, no 

matter how much we reassure them of their safety.

So you have both the inconvenience of using these 

medications and this underlying fear of them that makes 

some of the treatment recommendations, even when 

successful, fraught with difficulties.

DERMATOLOGY TIMES: What are the primary safety 

concerns that you typically hear about from parents?

Dr. Sidbury: These are mostly related to the use of ste-

roids. Just the term “steroid” has become such a loaded 

term in our culture because of its association with ath-

letes, body builders, and the like. It can be a challenge 

to get parents to realize that not all steroids are the 

same, and topical steroids are significantly different than 

those they hear about on television.

The second big concern I hear about is the potential 

thinning of the skin that can be caused by topical ste-

roids. This perhaps is more legitimate, but it’s something 

we absolutely can manage. I always make an effort to talk 

with families about the signs of thinning skin, how it can 

be avoided, and how it can be reversed in its early stages.

The boxed warnings on some of the nonsteroidals that 

we often use to treat AD can be frightening. So, it’s im-

portant to walk patients and parents through which risks 

are real and, for the ones that are, how we can avoid them. 

Dr. Lio: It’s a narrow tightrope in our patients with AD to 

maximize the benefits of topical steroids and avoid some 

of those more common side effects. One thing I am 

hearing about more and more from my older patients is 

the concept of topical steroid withdrawal. To me, the 

secret when using steroids is to use them intermittently. I 

will often use them for a short time until we see some 



An Educational Supplement to Dermatology Times 7OCTOBER 2019

improvement and then switch to a nonsteroidal alternative. 

I’ll then go back and forth with that regimen pretty much 

indefinitely, maybe 2 weeks on, 2 weeks off. I think that is 

a fairly safe approach for most patients, although there are 

some patients for whom even 1 week a month of a steroid 

makes them concerned about long-term effects.

Historically, we have been really limited beyond corti-

costeroids in patients with AD, but now that there is a 

U.S. Food and Drug Administration (FDA)-approved 

systemic therapy and more in the pipeline, we can offer 

patients better options.

SYSTEMIC TREATMENTS FOR AD

DERMATOLOGY TIMES: What are some of the more 

common safety concerns related to systemic therapies 

commonly used to treat AD?

Emma Guttman, MD, PhD: I find anything that needs 

to be ingested or injected is associated in patients’ 

minds with greater safety concerns than something that 

they use topically. I often have to spend considerable 

time explaining to my patients that these systemic ther-

apies actually have fewer safety issues than a strong 

topical steroid used for an extended period of time.

Total avoidance of, or inadequate, treatment in young 

children is another issue I often have to combat. Often 

due to parental safety concerns, I will see children re-

ferred to me who are being treated with hydrocortisone 

1% or 2.5% despite having severe AD from head to toe, 

and they are failing to thrive. These are the families I talk 

to about studies showing that children can have system-

ic inflammation that can lead to downstream manifesta-

tions such as asthma, hay fever, eosinophilic esophagitis, 

and food allergies.5 Systemic therapies are clearly a via-

ble option in these patients.

Dr. Lio: In general, there is a much greater fear about 

using systemic therapies among my pediatric patients 

compared to adolescents and adults. Parents are just 

nervous, and understandably so. Every side effect is 

magnified, because we have to look beyond the imme-

diate effects and consider potential impact on growth 

and development. Of course, it should also be men-

tioned that these systemic therapies are currently off-la-

bel in pediatric patients younger than age 12 years, 

which is another concern for many parents. Those are 

among the reasons why I try to avoid or at least minimize 

immunosuppressants in my pediatric patients with AD 

whenever I can. Even in the best scenario, you will likely 

need an immunosuppressant for many months or even 

years, and there are too many unknowns at play. The FDA 

has taken a positive step by pushing for more pediatric 

studies with these systemic therapies so that we can 

hopefully have formal data and potential extended ap-

provals in the future.

Route of administration is another significant issue with 

pediatric patients. You can’t use pills in the same manner 

in young children as you do in adults, and shots can be 

scary. When I suggest the use of dupilumab in young 

children, for instance, I often have to deal with needle 

phobia. Although that can still be an issue in older pa-

tients, it is particularly pronounced in pediatric patients.

Dr. Guttman: I will sometimes prescribe dupilumab for 

my adolescent patients after a thorough discussion 

about the drug and then receive a call from the pharma-

cy a few weeks later telling me that the drug was never 

picked up. It’s almost always due to a fear of needles, 

even in this older population. I almost feel like an inject-

able is easier for younger patients whose parents can 

hold them still and give them the injection.

DERMATOLOGY TIMES: When you are contemplating 

a proposed treatment regimen for a 6 month old with 

AD, what are the primary factors you are considering 

and discussing with the child’s parents?

Dr. Sidbury: I start by going through the same founda-

tional things that I cover with any patient with AD:  prop-

er moisturization, proper bathing, and trigger avoidance. 

I’ll also talk about the appropriate use of our first-line 

agents, the topical anti-inflammatories, where the skin is 

inflamed. There is always a discussion of food and its role 

in the development of AD, usually triggered by parents. 

We tend to focus on skin care first and allergy care sec-

ond, unless there is a reason to do otherwise.

DERMATOLOGY TIMES: What is the youngest age at 

which you will consider offering dupilumab in a patient 

with AD?
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Dr. Guttman: I consider dupilumab in any patient for 

whom I would have previously had to settle for cyclospo-

rine. I would rather have a young child on dupilumab 

than cyclosporine any day.

Dr. Lio: I feel the same way. I have children all the way 

down to 6 to 8 months whom I have treated with cyclo-

sporine just because I had no other option. I haven’t 

treated anyone quite that young with dupilumab, al-

though I have treated children ages 4 to 6 years with 

severe cases of AD who have failed everything else we 

currently have available.

What’s important to discuss with parents of any young 

child initiating treatment for AD is the importance not 

only of making the skin clearer but also the impact that 

can have on preventing the development of future co-

morbidities. 

Dr. Sidbury: There are many medications that are not 

FDA approved in our youngest patients, including cris-

aborole and topical calcineurin inhibitors. Those, of 

course, are used commonly in patients younger than age 

2 years, but when you tell parents that these agents are 

not approved at that age, alarm bells start going off in 

their heads. And then if there is a boxed warning with the 

calcineurin inhibitors that you have to review, things 

become even more complicated. 

When you are dealing with young children, it’s always 

important to talk about any medication being pre-

scribed, whether it is FDA approved or not, regarding 

our experience with the medication, dosing require-

ments, and other issues. For example, an infant at age 4 

months is going to absorb a topical medication differ-

ently than a child at age 4 years due to differences in 

weight/surface area ratio, which needs to be taken into 

consideration.

DERMATOLOGY TIMES: When do you start seeing 

some of the common psychological problems that are 

typically attributed to AD? 

Dr. Sidbury: One of the comorbidities that we are see-

ing more in patients with untreated or suboptimally 

treated AD is attention-deficit hyperactivity disorder 

(ADHD) among young children between the ages of 

about 5 and 7 years. Historically, we have usually looked 

at these children and said, “Oh gosh, you are losing 

sleep because of your eczema. That must be why you are 

having trouble concentrating at school and are so fid-

gety.” Now we are recognizing that there may be a 

separate diagnosis of ADHD that needs to be made in 

some of these patients.

As you get into early adolescence and the teenage 

years, that’s where some of the more well-publicized 

psychological issues such as depression and suicidal 

ideation become a problem.6 I have certainly seen my 

share of children with intractable eczema who have been 

depressed and suicidal, so it is a very real problem many 

of us have to face. It’s incumbent upon our profession 

not to ignore these issues.

DERMATOLOGY TIMES: What are some of the specific 

red flags that you look for?

Dr. Sidbury: I have started having all of my teenage 

patients with eczema complete the Public Health Ques-

tionnaire 2 (PHQ-2) form at every visit. It’s a very simple 

2-question form that asks, “Over the last 2 weeks, how 

often have you had little interest or pleasure in doing 

things?” and then, “Over the last 2 weeks, how often 

have you felt down, depressed, or hopeless?” They rate 

themselves on a 0 to 6 scale, with a score of 3 or greater 

indicating the need for further intervention. I have found 

that to be pretty good at flushing out those patients who 

need to be referred for appropriate management.

Dr. Guttman: What I find interesting is that I am getting 

calls from psychiatry and psychology colleagues who are 

involved in the care of some of my teenage patients with 

AD and they are telling me that patients whose disease 

is well controlled on dupilumab or on some newer agents 

in clinical trials are no longer displaying suicidal ideation. 

These colleagues feel that their improvement in symp-

toms directly corresponds to their demeanor, which 

makes sense. 

Think about it. When you are a teenager and appear-

ance is so important among your peers and you aren’t 

sleeping, your entire social life is out of balance. Your 

academics suffer. Now you take away the impediment to 

sleep and appearance, and your grades improve and you 

start hanging out with your friends again. In turn, your 

depression and suicidal ideation subside. In a sense, 

among these teenage patients with AD, it’s almost as if 

they have a reactive depression that may go away or at 

least dissipate with proper treatment of their AD. 

Dr. Lio: Could depression be related directly to a pa-

tient’s inflammation? For a long time, we tied a patient’s 

depression to the fact that their skin was bad, but we are 

beginning to wonder if there is also a direct psycholog-
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ical effect of inflammation in the body. It’s an interesting 

theory that is gaining traction within some circles.

DERMATOLOGY TIMES: Are there any unique problems 

related to polypharmacy, especially in adult and elderly 

patients with new-onset AD?  

Dr. Lio: There are two major issues. The first is that in 

adult patients who are taking multiple medicines, some-

times we have to rule out an eczematous drug eruption 

before we can make a diagnosis of AD, and that can be 

difficult. There are patients who often have a medication 

list that is 2 pages long, with frequent additions and 

dosage changes to follow. Pediatric patients, generally 

speaking, have a much cleaner medical history and are 

taking few, if any, other medications when they come to 

see us for help with their AD.

The second issue is that conventional immunosuppres-

sants we use to treat AD have a number of drug–drug 

interactions. Cyclosporine, for example, can be particu-

larly problematic. For instance, it raises a patient’s blood 

pressure, which can be a problem for many adult patients 

who have hypertension. If cyclosporine is our best op-

tion, the patient will likely need to work with their prima-

ry care physician or cardiologist to modify the dosage of 

their hypertension medicine. A lot of our patients are 

obese and may have fatty liver disease. You may want to 

avoid methotrexate in those patients.

Those factors are among the reasons why dupilumab 

is often the best choice in adult and older patients with 

AD. Biologics in general don’t often have any direct in-

teractions with other medicines, and because dupilumab 

is not an immunosuppressant, you can use it in circum-

stances in which a traditional immunosuppressant would 

be otherwise contraindicated.

Dr. Guttman: I typically explain to patients that dupi-

lumab is an immune corrector rather than an immune 

suppressant. Cyclosporine and oral prednisone affect T 

cells, B cells, and other cells. Dupilumab affects only one 

molecule, and that is why the only significant safety con-

cerns are ocular.7 As Dr. Lio said, there aren’t typically 

concerns about drug–drug reactions in our youngest 

patients being treated with AD, but there are still safety 

concerns with long-term use of cyclosporine such as 

impaired kidney function that can become permanent 

after a year of use.

LOOKING TO THE FUTURE OF TREATMENT FOR AD

DERMATOLOGY TIMES: How has your treatment para-

digm changed in the last 5 years for children with AD 

who are age 5 years or younger?

Dr. Sidbury: The biggest difference in the last couple of 

years was the introduction of crisaborole, which is ap-

proved for use in children age 2 years and older. It’s a 

nonsteroidal that does not have a boxed warning, both 

of which are positives. However, I have not used crisab-

orole as much as I might have initially expected in young 

children for a combination of reasons. It’s almost expect-

ed these days that any new medication is going to be 

expensive, and crisaborole is no exception, so it’s been 

inaccessible for some of my patients from a financial 

standpoint. In addition, I have witnessed a fair amount 

of application-site stinging, especially on the face, which 

has been a barrier. So while crisaborole has worked well 

for some of my patients and it’s of course good to have 

another option to consider for patients with AD, it hasn’t 

had a profound approach on how I treat my patients age 

5 years or younger.

DERMATOLOGY TIMES: How about any changes in 

older children and adults with AD? What changes have 

you noted in your approach to their treatment?

Dr. Guttman: The introduction of crisaborole has had 

an impact, particularly in areas where we don’t like ad-

ministering topical steroids such as folds in the genital 

areas as well as in areas such as the back of the hands. I 

do, however, agree with Dr. Sidbury about the stinging, 

particularly on the face. I find that if you tell the patient 

about the expected stinging, it is tolerable and typically 

subsides in about 20 minutes. But if you don’t warn the 

patient in advance, they will not use the drug after the 

first application. 

Of course, the biggest change in the last 5 years has been 

the introduction of dupilumab to treat moderate-to-severe 

AD. That has revolutionized our ability to control these pa-

tients for whom we previously had little to offer.

Dr. Sidbury: My approach to treatment has completely 

changed in my 12- to 18-year-old patients in recent years. 
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When I can get it approved, dupilumab is my first and 

best option for those teenagers with moderate-to-severe 

AD who need systemic therapy. And even in children 

under age 5 years for whom I’m not yet using dupilumab, 

just the idea that we have these new medicines being 

approved and a robust clinical trial pipeline gives pa-

tients the promise of a better future. 

DERMATOLOGY TIMES: What about elderly patients 

with new-onset AD? How has their treatment evolved in 

recent years?

Dr. Lio: My biggest change conceptually has been the 

target to which I’m treating. I feel like I have really raised 

the bar. My goal now is to try to get people clear or almost 

clear and hold them there for at least a few months. I find 

that if I can keep a patient clear for several months, they 

seem to enter a state of partial or full remission where 

their disease severity stays quiet even after I have de-

escalated therapy. That’s a concept I employ not only in 

my elderly patients but also for all of my patients with AD.

The other piece for elderly patients with AD is that I 

try to avoid immunosuppression whenever possible by 

excluding medications that may interact with other med-

icines they are taking. Now that we have dupilumab as 

an option, it has become my first-line systemic therapy 

in those elderly patients who do not respond to photo-

therapy. I still try to use phototherapy whenever I can, 

but because it can be cumbersome and difficult to get 

patients to stay with over the long term, it does not end 

up being utilized by as many patients.

DERMATOLOGY TIMES: What specific research currently 

under way in AD do you find particularly promising? 

Dr. Guttman: I’m excited to see if early treatment with 

either dupilumab or other systemic agents can prevent 

the atopic march we see so often, especially in children. 

I think we also will learn more about whether these treat-

ments, again given early in the disease process, can halt 

or reverse disease progression. If we can tell a child and/

or a parent that, “Listen, we’re going to use an injectable 

systemic therapy, but we’ll only need to use it for X 

amount of time and then you are done,” that is going to 

be a huge breakthrough. Today, we can’t assure them 

that they won’t need these injectables for a lifetime.

Dr. Lio: I have been thinking a lot about the microbiome. 

We know the microbiome is abnormal in the gut and on 

the skin of children and adults with AD, and many of our 

current treatments impact the microbiome in some man-

ner. I’m fascinated with the idea that perhaps we can 

affect the disease by manipulating the microbiome. We 

have always been taught that microbiome changes are 

really secondary with these medications, but I wonder if 

Staphylococcus aureus is the primary driver of AD, at 

least in a subgroup of patients. Right now, we have not 

really stratified patients with AD into subgroups like we 

have, for instance, with asthma patients, but perhaps 

we’ll begin to do that in the near future and develop 

unique treatment pathways.

DERMATOLOGY TIMES: This has been a terrific discus-

sion. We want to thank you all for your insights. I hope 

that our audience is able to take away some helpful 

information from our discussion to inform their practice’s 

approach to the treatment of AD across the various age 

groups affected by this condition.
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Brief Summary of Prescribing Information 

1 INDICATIONS AND USAGE 

1.1 Atopic Dermatitis 

DUPIXENT is indicated for the treatment of patients aged 12 years and 
older with moderate-to-severe atopic dermatitis whose disease is not 
adequately controlled with topical prescription therapies or when those 
therapies are not advisable. DUPIXENT can be used with or without topical 
corticosteroids. 

1.2 Asthma

DUPIXENT is indicated as an add-on maintenance treatment in patients 
with moderate-to-severe asthma aged 12 years and older with an 
eosinophilic phenotype or with oral corticosteroid dependent asthma.

Limitation of Use

DUPIXENT is not indicated for the relief of acute bronchospasm or status 
asthmaticus. 

1.3  Chronic Rhinosinusitis with Nasal Polyposis 

DUPIXENT is indicated as an add-on maintenance treatment in adult 
patients with inadequately controlled chronic rhinosinusitis with nasal 
polyposis (CRSwNP).

4 CONTRAINDICATIONS

DUPIXENT is contraindicated in patients who have known hypersensitivity 
to dupilumab or any of its excipients [see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS 

5.1 Hypersensitivity

Hypersensitivity reactions, including generalized urticaria, rash, erythema 
nodosum and serum sickness or serum sickness-like reactions, were 
reported in less than 1% of subjects who received DUPIXENT in clinical 
trials. Two subjects in the atopic dermatitis development program 
experienced serum sickness or serum sickness-like reactions that were 
associated with high titers of antibodies to dupilumab. One subject in the 
asthma development program experienced anaphylaxis [see Adverse 
Reactions (6.2)]. If a clinically significant hypersensitivity reaction occurs, 
institute appropriate therapy and discontinue DUPIXENT [see Adverse 
Reactions (6.1, 6.2)]. 

5.2 Conjunctivitis and Keratitis 

Conjunctivitis and keratitis occurred more frequently in atopic dermatitis 
subjects who received DUPIXENT. Conjunctivitis was the most frequently 
reported eye disorder. Most subjects with conjunctivitis recovered or were 
recovering during the treatment period. Keratitis was reported in <1% of the 
DUPIXENT group (1 per 100 subject-years) and in 0% of the placebo group 
(0 per 100 subject-years) in the 16-week atopic dermatitis monotherapy 
trials. In the 52-week DUPIXENT + topical corticosteroids (TCS) atopic 
dermatitis trial, keratitis was reported in 4% of the DUPIXENT + TCS group 
(12 per 100 subject-years) and in 0% of the placebo + TCS group (0 per 100 
subject-years). Most subjects with keratitis recovered or were recovering 
during the treatment period [see Adverse Reactions (6.1)].

Among asthma subjects, the frequencies of conjunctivitis and keratitis were 
similar between DUPIXENT and placebo [see Adverse Reactions (6.1)].

In subjects with CRSwNP, the frequency of conjunctivitis was 2% in the 
DUPIXENT group compared to 1% in the placebo group in the 24-week 
safety pool; these subjects recovered. There were no cases of keratitis 
reported in the CRSwNP development program [see Adverse Reactions 
(6.1)].

Advise patients to report new onset or worsening eye symptoms to their 
healthcare provider. 

5.3 Eosinophilic Conditions 

Patients being treated for asthma may present with serious systemic 
eosinophilia sometimes presenting with clinical features of eosinophilic 
pneumonia or vasculitis consistent with eosinophilic granulomatosis 
with polyangiitis, conditions which are often treated with systemic 
corticosteroid therapy. These events may be associated with the reduction 
of oral corticosteroid therapy. Physicians should be alert to vasculitic 
rash, worsening pulmonary symptoms, cardiac complications, and/
or neuropathy presenting in their patients with eosinophilia. Cases of 
eosinophilic pneumonia were reported in adult patients who participated 
in the asthma development program and cases of vasculitis consistent 
with eosinophilic granulomatosis with polyangiitis have been reported with 
DUPIXENT in adult patients who participated in the asthma development 
program as well as in adult patients with co-morbid asthma in the CRSwNP 
development program. A causal association between DUPIXENT and these 
conditions has not been established. 

5.4 Acute Asthma Symptoms or Deteriorating Disease 

DUPIXENT should not be used to treat acute asthma symptoms or acute 
exacerbations. Do not use DUPIXENT to treat acute bronchospasm 
or status asthmaticus. Patients should seek medical advice if their 
asthma remains uncontrolled or worsens after initiation of treatment with 
DUPIXENT.

5.5 Reduction of Corticosteroid Dosage 

Do not discontinue systemic, topical, or inhaled corticosteroids abruptly 
upon initiation of therapy with DUPIXENT. Reductions in corticosteroid 
dose, if appropriate, should be gradual and performed under the direct 
supervision of a physician. Reduction in corticosteroid dose may be 
associated with systemic withdrawal symptoms and/or unmask conditions 
previously suppressed by systemic corticosteroid therapy.

5.6 Patients with Comorbid Asthma

Advise patients with atopic dermatitis or CRSwNP who have co-morbid 
asthma not to adjust or stop their asthma treatments without consultation 
with their physicians.

5.7 Parasitic (Helminth) Infections 

Patients with known helminth infections were excluded from participation 
in clinical studies. It is unknown if DUPIXENT will influence the immune 
response against helminth infections.

Treat patients with pre-existing helminth infections before initiating therapy 
with DUPIXENT. If patients become infected while receiving treatment 
with DUPIXENT and do not respond to antihelminth treatment, discontinue 
treatment with DUPIXENT until the infection resolves. 

6 ADVERSE REACTIONS 

The following adverse reactions are discussed in greater detail elsewhere 
in the labeling: 

 • Hypersensitivity [see Warnings and Precautions (5.1)] 

 • Conjunctivitis and Keratitis [see Warnings and Precautions (5.2)] 

6.1 Clinical Trials Experience 

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

Adults with Atopic Dermatitis 

Three randomized, double-blind, placebo-controlled, multicenter trials 
(Trials 1, 2, and 3) and one dose-ranging trial (Trial 4) evaluated the safety 
of DUPIXENT in subjects with moderate-to-severe atopic dermatitis. 
The safety population had a mean age of 38 years; 41% of subjects were 
female, 67% were white, 24% were Asian, and 6% were black; in terms of 
comorbid conditions, 48% of the subjects had asthma, 49% had allergic 
rhinitis, 37% had food allergy, and 27% had allergic conjunctivitis. In 
these 4 trials, 1472 subjects were treated with subcutaneous injections of 
DUPIXENT, with or without concomitant topical corticosteroids (TCS). 

A total of 739 subjects were treated with DUPIXENT for at least 1 year in 
the development program for moderate-to-severe atopic dermatitis. 

Trials 1, 2, and 4 compared the safety of DUPIXENT monotherapy to 
placebo through Week 16. Trial 3 compared the safety of DUPIXENT + TCS 
to placebo + TCS through Week 52. 

Weeks 0 to 16 (Trials 1 to 4)

In DUPIXENT monotherapy trials (Trials 1, 2, and 4) through Week 16, the 
proportion of subjects who discontinued treatment because of adverse 
events was 1.9% in both the DUPIXENT 300 mg Q2W and placebo groups. 

Table 1 summarizes the adverse reactions that occurred at a rate of at 
least 1% in the DUPIXENT 300 mg Q2W monotherapy groups, and in 
the DUPIXENT + TCS group, all at a higher rate than in their respective 
comparator groups during the first 16 weeks of treatment.

7DEOH����$GYHUVH�5HDFWLRQV�2FFXUULQJ�LQ�����RI�WKH�'83,;(17�
0RQRWKHUDS\�*URXS�RU�WKH�'83,;(17���7&6�*URXS�LQ�WKH�$WRSLF�
Dermatitis Trials through Week 16

a Pooled analysis of Trials 1, 2, and 4.
b Analysis of Trial 3 where subjects were on background TCS therapy. 
c DUPIXENT 600 mg at Week 0, followed by 300 mg every two weeks. 
d  Conjunctivitis cluster includes conjunctivitis, allergic conjunctivitis, 
bacterial conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis, eye 
irritation, and eye inflammation. 

e  Keratitis cluster includes keratitis, ulcerative keratitis, allergic keratitis, 
atopic keratoconjunctivitis, and ophthalmic herpes simplex. 

f  Other herpes simplex virus infection cluster includes herpes simplex, 
genital herpes, herpes simplex otitis externa, and herpes virus infection, 
but excludes eczema herpeticum. 

Safety through Week 52 (Trial 3)

In the DUPIXENT with concomitant TCS trial (Trial 3) through Week 52, 
the proportion of subjects who discontinued treatment because of adverse 
events was 1.8% in DUPIXENT 300 mg Q2W + TCS group and 7.6% in the 
placebo + TCS group. Two subjects discontinued DUPIXENT because of 
adverse reactions: atopic dermatitis (1 subject) and exfoliative dermatitis (1 
subject). 

The safety profile of DUPIXENT + TCS through Week 52 was generally 
consistent with the safety profile observed at Week 16.

Adolescents with Atopic Dermatitis

The safety of DUPIXENT was assessed in a trial of 250 subjects 12 to 17 
years of age with moderate-to-severe atopic dermatitis (Trial 6). The safety 
profile of DUPIXENT in these subjects through Week 16 was similar to the 
safety profile from studies in adults with atopic dermatitis.

The long-term safety of DUPIXENT was assessed in an open-label 
extension study in subjects 12 to 17 years of age with moderate-to-severe 

Adverse Reaction

'83,;(17�0RQRWKHUDS\a '83,;(17���7&6b

'83,;(17 
300 mg Q2Wc 

1 ����Q����

Placebo 
N=517 
Q����

'83,;(17 
300 mg Q2Wc 

��7&6�1 ����
Q����

Placebo 
��7&6 
N=315 
Q����

Injection site reactions 51 (10) 28 (5) 11 (10) 18 (6)

Conjunctivitisd 51 (10) 12 (2) 10 (9) 15 (5)

Blepharitis 2 (<1) 1 (<1) 5 (5) 2 (1)

Oral herpes 20 (4) 8 (2) 3 (3) 5 (2)

Keratitise 1 (<1) 0 4 (4) 0

Eye pruritus 3 (1) 1 (<1) 2 (2) 2 (1)

Other herpes simplex virus 
infectionf 10 (2) 6 (1) 1 (1) 1 (<1)

Dry eye 1 (<1) 0 2 (2) 1 (<1)

'83,;(17® (dupilumab) injection, for subcutaneous use Rx only

https://www.dupixent.com/


atopic dermatitis (Trial 7). The safety profile of DUPIXENT in subjects 
followed through Week 52 was similar to the safety profile observed at 
Week 16 in Trial 6. The long-term safety profile of DUPIXENT observed in 
adolescents was consistent with that seen in adults with atopic dermatitis.

Asthma

A total of 2888 adult and adolescent subjects with moderate-to-severe 
asthma (AS) were evaluated in 3 randomized, placebo-controlled, 
multicenter trials of 24 to 52 weeks duration (AS Trials 1, 2, and 3). Of 
these, 2678 had a history of 1 or more severe exacerbations in the year 
prior to enrollment despite regular use of medium- to high-dose inhaled 
corticosteroids plus an additional controller(s) (AS Trials 1 and 2). A total 
of 210 subjects with oral corticosteroid-dependent asthma receiving high-
dose inhaled corticosteroids plus up to two additional controllers were 
enrolled (AS Trial 3). The safety population (AS Trials 1 and 2) was 12-87 
years of age, of which 63% were female, and 82% were white. DUPIXENT 
200 mg or 300 mg was administered subcutaneously Q2W, following an 
initial dose of 400 mg or 600 mg, respectively.

In AS Trials 1 and 2, the proportion of subjects who discontinued treatment 
due to adverse events was 4% of the placebo group, 3% of the DUPIXENT 
200 mg Q2W group, and 6% of the DUPIXENT 300 mg Q2W group.

Table 2 summarizes the adverse reactions that occurred at a rate of at least 
1% in subjects treated with DUPIXENT and at a higher rate than in their 
respective comparator groups in Asthma Trials 1 and 2.

7DEOH����$GYHUVH�5HDFWLRQV�2FFXUULQJ�LQ�����RI�WKH�'83,;(17�
Groups in Asthma Trials 1 and 2 and Greater than Placebo (6-Month 
Safety Pool)

a Injection site reactions cluster includes erythema, edema, pruritus, pain, 
and inflammation.

b (RVLQRSKLOLD� �EORRG�HRVLQRSKLOV��������FHOOV�PF/��RU�GHHPHG�E\�WKH�
investigator to be an adverse event. None met the criteria for serious 
eosinophilic conditions [see Section 5.3 Warnings and Precautions].

Injection site reactions were most common with the loading (initial) dose. 
The safety profile of DUPIXENT through Week 52 was generally consistent 
with the safety profile observed at Week 24.

Chronic Rhinosinusitis with Nasal Polyposis

A total of 722 adult subjects with chronic rhinosinusitis with nasal polyposis 
(CRSwNP) were evaluated in 2 randomized, placebo-controlled, multicenter 
trials of 24 to 52 weeks duration (CSNP Trials 1 and 2). The safety pool 
FRQVLVWHG�RI�GDWD�IURP�WKH�¿UVW����ZHHNV�RI�WUHDWPHQW�IURP�ERWK�VWXGLHV�

In the safety pool, the proportion of subjects who discontinued treatment 
due to adverse events was 5% of the placebo group and 2% of the 
DUPIXENT 300 mg Q2W group.

Table 3 summarizes the adverse reactions that occurred at a rate of at least 
1% in subjects treated with DUPIXENT and at a higher rate than in their 
respective comparator group in CSNP Trials 1 and 2.

7DEOH����$GYHUVH�5HDFWLRQV�2FFXUULQJ�LQ�����RI�WKH�'83,;(17�*URXS�
in CRSwNP Trials 1 and 2 and Greater than Placebo (24 Week Safety 
Pool)

a  Injection site reactions cluster includes injection site reaction, pain, 
bruising and swelling.

b  Conjunctivitis cluster includes conjunctivitis, allergic conjunctivitis, 
bacterial conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis, 
H\H�LUULWDWLRQ��DQG�H\H�LQÀDPPDWLRQ��

The safety profile of DUPIXENT through Week 52 was generally consistent 
with the safety profile observed at Week 24.

Specific Adverse Reactions

Conjunctivitis 

During the 52-week treatment period of concomitant therapy atopic 
dermatitis trial (Trial 3), conjunctivitis was reported in 16% of the 
DUPIXENT 300 mg Q2W + TCS group (20 per 100 subject-years) and in 
9% of the placebo + TCS group (10 per 100 subject-years). Among asthma 
subjects, the frequency of conjunctivitis was similar between DUPIXENT 
and placebo. In the 52-week CRSwNP study (CSNP Trial 2), the frequency 
of conjunctivitis was 3% in the DUPIXENT subjects and 1% in the placebo 

subjects; all of these subjects recovered [see Warnings and Precautions 
(5.2)]. 

Eczema Herpeticum and Herpes Zoster 

The rate of eczema herpeticum was similar in the placebo and DUPIXENT 
groups in the atopic dermatitis trials. 

Herpes zoster was reported in <0.1% of the DUPIXENT groups (<1 per 
100 subject-years) and in <1% of the placebo group (1 per 100 subject-
years) in the 16-week atopic dermatitis monotherapy trials. In the 52-week 
DUPIXENT + TCS atopic dermatitis trial, herpes zoster was reported in 
1% of the DUPIXENT + TCS group (1 per 100 subject-years) and 2% of the 
placebo + TCS group (2 per 100 subject-years). Among asthma subjects 
the frequency of herpes zoster was similar between DUPIXENT and 
placebo. Among CRSwNP subjects there were no reported cases of herpes 
zoster or eczema herpeticum.

Hypersensitivity Reactions 

Hypersensitivity reactions were reported in <1% of DUPIXENT-treated 
subjects. These included serum sickness reaction, serum sickness-like 
reaction, generalized urticaria, rash, erythema nodosum, and anaphylaxis 
[see Contraindications (4), Warnings and Precautions (5.1), and Adverse 
Reactions (6.2)]. 

Eosinophils 

DUPIXENT-treated subjects had a greater initial increase from baseline 
in blood eosinophil count compared to subjects treated with placebo. 
In subjects with atopic dermatitis, the mean and median increases in 
blood eosinophils from baseline to Week 4 were 100 and 0 cells/mcL 
respectively. In subjects with asthma, the mean and median increases 
in blood eosinophils from baseline to Week 4 were 130 and 10 cells/mcL 
respectively. In subjects with CRSwNP, the mean and median increases 
in blood eosinophils from baseline to Week 16 were 150 and 50 cells/mcL, 
respectively. 
Across all indications, the incidence of treatment-emergent eosinophilia 
������FHOOV�PF/��ZDV�VLPLODU�LQ�'83,;(17�DQG�SODFHER�JURXSV��7UHDWPHQW�
HPHUJHQW�HRVLQRSKLOLD���������FHOOV�PF/��ZDV�UHSRUWHG�LQ�����RI�
DUPIXENT-treated patients and <0.5% in placebo-treated patients. Blood 
eosinophil counts declined to near baseline levels during study treatment 
[see Warnings and Precautions (5.3)]. 

Cardiovascular (CV)

In the 1-year placebo controlled trial in subjects with asthma (AS Trial 2), 
CV thromboembolic events (CV deaths, non-fatal myocardial infarctions 
[MI], and non-fatal strokes) were reported in 1 (0.2%) of the DUPIXENT 
200 mg Q2W group, 4 (0.6%) of the DUPIXENT 300 mg Q2W group, and 2 
(0.3%) of the placebo group.

In the 1-year placebo controlled trial in subjects with atopic dermatitis (Trial 
3), CV thromboembolic events (CV deaths, non-fatal MIs, and non-fatal 
strokes) were reported in 1 (0.9%) of the DUPIXENT + TCS 300 mg Q2W 
group, 0 (0.0%) of the DUPIXENT + TCS 300 mg QW group, and 1 (0.3%) of 
the placebo + TCS group.

In the 24-week placebo controlled trial in subjects with CRSwNP (CSNP 
Trial 1), CV thromboembolic events (CV deaths, non-fatal myocardial 
infarctions, and non-fatal strokes) were reported in 1 (0.7%) of the 
DUPIXENT group and 0 (0.0%) of the placebo group. In the 1-year placebo 
controlled trial in subjects with CRSwNP (CSNP Trial 2), there were no 
cases of CV thromboembolic events (CV deaths, non-fatal myocardial 
infarctions, and non-fatal strokes) reported in any treatment arm.

6.2 Immunogenicity 

As with all therapeutic proteins, there is a potential for immunogenicity. The 
detection of antibody formation is highly dependent on the sensitivity and 
specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced 
by several factors, including assay methodology, sample handling, timing 
of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies to dupilumab 
in the studies described below with the incidence of antibodies in other 
studies or to other products may be misleading. 

Approximately 5% of subjects with atopic dermatitis, asthma, or CRSwNP 
who received DUPIXENT 300 mg Q2W for 52 weeks developed antibodies 
to dupilumab; ~ 2% exhibited persistent ADA responses, and ~ 2% had 
neutralizing antibodies. 

Approximately 9% of subjects with asthma who received DUPIXENT  
200 mg Q2W for 52 weeks developed antibodies to dupilumab; ~4% 
exhibited persistent ADA responses, and ~4% had neutralizing antibodies.

Approximately 4% of subjects in the placebo groups in the 52-week studies 
were positive for antibodies to DUPIXENT; ~2% exhibited persistent ADA 
responses, and ~1% had neutralizing antibodies.

Approximately 16% of adolescent subjects with atopic dermatitis who 
received DUPIXENT 300 mg or 200 mg Q2W for 16 weeks developed 
antibodies to dupilumab; ~ 3% exhibited persistent ADA responses, and  
~ 5% had neutralizing antibodies.

Approximately 4% of adolescent subjects with atopic dermatitis in the 
placebo group were positive for antibodies to DUPIXENT; ~ 1% exhibited 
persistent ADA responses, and ~ 1% had neutralizing antibodies.

The antibody titers detected in both DUPIXENT and placebo subjects were 
mostly low. In subjects who received DUPIXENT, development of high 
titer antibodies to dupilumab was associated with lower serum dupilumab 
concentrations [see Clinical Pharmacology (12.3) in the full prescribing 
information]. 

Two subjects who experienced high titer antibody responses developed 
serum sickness or serum sickness-like reactions during DUPIXENT therapy 
[see Warnings and Precautions (5.1)]. 

7 DRUG INTERACTIONS 

7.1 Live Vaccines 

Avoid use of live vaccines in patients treated with DUPIXENT. 

Adverse Reaction

CSNP Trial 1 and Trial 2

'83,;(17 
300 mg Q2W 

N=440  
Q����

Placebo 
N=282 
Q����

Injection site reactionsa 28 (6%) 12 (4%)

Conjunctivitisb 7 (2%) 2 (1%)

Arthralgia 14 (3%) 5 (2%)

Gastritis 7 (2%) 2 (1%)

Insomnia 6 (1%) 0 (<1%)

Eosinophilia 5 (1%) 1 (<1%)

Toothache 5 (1%) 1 (<1%)

Adverse Reaction

AS Trials 1 and 2

'83,;(17 
200 mg Q2W

N=779  
Q����

'83,;(17 
300 mg Q2W

N=788  
Q����

Placebo 

N=792 
Q����

Injection site reactionsa 111 (14%) 144 (18%) 50 (6%)

Oropharyngeal pain 13 (2%) 19 (2%) 7 (1%)

Eosinophiliab 17 (2%) 16 (2%) 2 (<1%)

https://www.dupixent.com/
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7.2 Non-Live Vaccines 

Immune responses to vaccination were assessed in a study in which 
subjects with atopic dermatitis were treated once weekly for 16 weeks with 
300 mg of dupilumab (twice the recommended dosing frequency). After 
12 weeks of DUPIXENT administration, subjects were vaccinated with 
a Tdap vaccine (Adacel®) and a meningococcal polysaccharide vaccine 
(Menomune®). Antibody responses to tetanus toxoid and serogroup C 
meningococcal polysaccharide were assessed 4 weeks later. Antibody 
responses to both tetanus vaccine and meningococcal polysaccharide 
vaccine were similar in dupilumab-treated and placebo-treated subjects. 
Immune responses to the other active components of the Adacel and 
Menomune vaccines were not assessed. 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to DUPIXENT during pregnancy.

Please contact 1-877-311-8972 or go to https://mothertobaby.org/ongoing-
study/dupixent/ to enroll in or to obtain information about the registry.

Risk Summary

Available data from case reports and case series with DUPIXENT use in 
pregnant women have not identified a drug-associated risk of major birth 
defects, miscarriage, or adverse maternal or fetal outcomes. Human IgG 
antibodies are known to cross the placental barrier; therefore, DUPIXENT 
may be transmitted from the mother to the developing fetus. There are 
adverse effects on maternal and fetal outcomes associated with asthma 
in pregnancy (see Clinical Considerations). In an enhanced pre- and 
post-natal developmental study, no adverse developmental effects were 
observed in offspring born to pregnant monkeys after subcutaneous 
administration of a homologous antibody against interleukin-4-receptor 
DOSKD��,/��5Į��GXULQJ�RUJDQRJHQHVLV�WKURXJK�SDUWXULWLRQ�DW�GRVHV�XS�WR�
10-times the maximum recommended human dose (MRHD) (see Data). 
The estimated background risk of major birth defects and miscarriage for 
the indicated populations are unknown. All pregnancies have a background 
risk of birth defect, loss or other adverse outcomes. In the U.S. general 
population, the estimated background risk of major birth defects and 
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 
20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-fetal Risk

In women with poorly or moderately controlled asthma, evidence 
demonstrates that there is an increased risk of preeclampsia in the 
mother and prematurity, low birth weight, and small for gestational age in 
the neonate. The level of asthma control should be closely monitored in 
pregnant women and treatment adjusted as necessary to maintain optimal 
control. 

Data

Animal Data 

In an enhanced pre- and post-natal development toxicity study, pregnant 
cynomolgus monkeys were administered weekly subcutaneous doses 
RI�KRPRORJRXV�DQWLERG\�DJDLQVW�,/��5Į�XS�WR����WLPHV�WKH�05+'��RQ�D�
mg/kg basis of 100 mg/kg/week) from the beginning of organogenesis to 
parturition. No treatment-related adverse effects on embryofetal toxicity 
or malformations, or on morphological, functional, or immunological 
development were observed in the infants from birth through 6 months of 
age. 

8.2 Lactation 

Risk Summary

There are no data on the presence of dupilumab in human milk, the effects 
on the breastfed infant, or the effects on milk production. Maternal IgG is 
known to be present in human milk. The effects of local gastrointestinal 
and limited systemic exposure to dupilumab on the breastfed infant are 
unknown. The developmental and health benefits of breastfeeding should 
be considered along with the mother’s clinical need for DUPIXENT and any 
potential adverse effects on the breastfed child from DUPIXENT or from the 
underlying maternal condition.

8.4 Pediatric Use 

Atopic Dermatitis

The safety and efficacy of DUPIXENT have been established in 
pediatric patients 12 years of age and older with moderate-to-severe 
atopic dermatitis. A total of 251 adolescents ages 12 to 17 years old 
with moderate-to-severe atopic dermatitis were enrolled in Trial 6. The 
safety and efficacy were generally consistent between adolescents and 
adults [see Adverse Reactions (6.1) and Clinical Studies (14.2) in the full 
prescribing information]. Safety and efficacy in pediatric patients (<12 years 
of age) with atopic dermatitis have not been established.

Asthma

A total of 107 adolescents aged 12 to 17 years with moderate to severe 
asthma were enrolled in AS Trial 2 and received either 200 mg (N=21) or 
300 mg (N=18) DUPIXENT (or matching placebo either 200 mg [N=34] 
or 300 mg [N=34]) Q2W. Asthma exacerbations and lung function were 

assessed in both adolescents and adults. For both the 200 mg and 300 mg 
Q2W doses, improvements in FEV

1
 (LS mean change from baseline at 

Week 12) were observed (0.36 L and 0.27 L, respectively). For the 200 mg 
Q2W dose, subjects had a reduction in the rate of severe exacerbations 
that was consistent with adults. Safety and efficacy in pediatric patients 
(<12 years of age) with asthma have not been established. Dupilumab 
exposure was higher in adolescent patients than that in adults at the 
respective dose level which was mainly accounted for by difference in body 
weight [see Clinical Pharmacology (12.3) in the full prescribing information]. 

The adverse event profile in adolescents was generally similar to the adults 
[see Adverse Reactions (6.1)]. 

CRSwNP 

CRSwNP does not normally occur in children. Safety and efficacy 
in pediatric patients (<18 years of age) with CRSwNP have not been 
established.

8.5 Geriatric Use 

Of the 1472 subjects with atopic dermatitis exposed to DUPIXENT in a 
dose-ranging study and placebo-controlled trials, 67 subjects were 65 
years or older. Although no differences in safety or efficacy were observed 
between older and younger subjects, the number of subjects aged 65 and 
over is not sufficient to determine whether they respond differently from 
younger subjects [see Clinical Pharmacology (12.3) in the full prescribing 
information].

Of the 1977 subjects with asthma exposed to DUPIXENT, a total of 240 
subjects were 65 years or older. Efficacy and safety in this age group was 
similar to the overall study population.

Of the 440 subjects with CRSwNP exposed to DUPIXENT, a total of 79 
subjects were 65 years or older. Efficacy and safety in this age group were 
similar to the overall study population. 

10 OVERDOSE 

There is no specific treatment for DUPIXENT overdose. In the event of 
overdosage, monitor the patient for any signs or symptoms of adverse 
reactions and institute appropriate symptomatic treatment immediately. 

17 PATIENT COUNSELING INFORMATION 

Advise the patients and/or caregivers to read the FDA-approved patient 
labeling (Patient Information and Instructions for Use).

Pregnancy Registry

There is a pregnancy exposure registry that monitors pregnancy 
outcomes in women exposed to DUPIXENT during pregnancy. Encourage 
participation in the registry [see Use in Specific Populations (8.1)].

Administration Instructions

Provide proper training to patients and/or caregivers on proper 
subcutaneous injection technique, including aseptic technique, and the 
preparation and administration of DUPIXENT prior to use. Advise patients 
to follow sharps disposal recommendations [see Instructions for Use].

Hypersensitivity 

Advise patients to discontinue DUPIXENT and to seek immediate medical 
attention if they experience any symptoms of systemic hypersensitivity 
reactions [see Warnings and Precautions (5.1)]. 

Conjunctivitis and Keratitis 

Advise patients to consult their healthcare provider if new onset or 
worsening eye symptoms develop [see Warnings and Precautions (5.2)]. 

Eosinophilic Conditions

Advise patients to notify their healthcare provider if they present with 
clinical features of eosinophilic pneumonia or vasculitis consistent 
with eosinophilic granulomatosis with polyangiitis [see Warnings and 
Precautions (5.3)].

Not for Acute Asthma Symptoms or Deteriorating Disease

Inform patients that DUPIXENT does not treat acute asthma symptoms 
or acute exacerbations. Inform patients to seek medical advice if their 
asthma remains uncontrolled or worsens after initiation of treatment with 
DUPIXENT [see Warnings and Precautions (5.4)].

Reduction in Corticosteroid Dosage

Inform patients to not discontinue systemic or inhaled corticosteroids except 
under the direct supervision of a physician. Inform patients that reduction in 
corticosteroid dose may be associated with systemic withdrawal symptoms 
and/or unmask conditions previously suppressed by systemic corticosteroid 
therapy [see Warnings and Precautions (5.5)].

Patients with Comorbid Asthma

Advise patients with atopic dermatitis or CRSwNP who have comorbid 
asthma not to adjust or stop their asthma treatment without talking to their 
physicians [see Warnings and Precautions (5.6)].

References: 1. DUPIXENT Prescribing Information. 2. Simpson EL, Bieber T, Guttman-Yassky E, et al; SOLO 1 and SOLO 2 Investigators. Two phase 

3 trials of dupilumab versus placebo in atopic dermatitis. N Engl J Med. 2016;375(24):2335-2348. 3.�'DWD�RQ�¿OH��5HJHQHURQ�3KDUPDFHXWLFDOV��,QF��4. Blauvelt A, 

de Bruin-Weller M, Gooderham M, et al. Long-term management of moderate-to-severe atopic dermatitis with dupilumab and concomitant topical corticosteroids 

�/,%(57<�$'�&+52126���D���\HDU��UDQGRPLVHG��GRXEOH�EOLQGHG��SODFHER�FRQWUROOHG��SKDVH���WULDO��Lancet. 2017;389(10086):2287-2303.
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