
AT THE Johns Hopkins Cutane-
ous Translational Research Program 
(CTReP), integrating academic and 
clinical resources helps illuminate 
concepts and mechanisms that may 
help patients with dermatologic con-

cerns ranging from sun damage to 
skin regeneration.

The program began around 10 
years ago to provide an infrastruc-
ture for dermatology department 
research, says CTReP co-directors 
Anna L. Chien, M.D., and Noori Kim, 

M.D. Housing the CTReP within the 
department of dermatology’s clinic 
provides easy access to laboratory and 
investigative resources to answer ques-
tions about diagnoses, diseases or treat-
ments that arise during clinical care. 

“We’re taking those questions 

right to our research unit, by design-
ing a study, conducting the work and 
ultimately translating the data to better 
patient care,” Dr. Chien says.

Faculty interests include acne, rosa-
cea, eczema, skin cancer, photobiology 

Topicals aimed at reviving estrogen-deficient skin and warding off damage 
from UV rays hours after exposure, while repairing DNA, are among the 
new cosmeceutical innovations backed by science. First up, is a novel skin-
care technology that targets estrogen-deficient skin.

Emepelle (Biopelle) Serum and Night Cream feature methyl estradiolpropanoate 
(MEP) technology, which has estrogen-like cutaneous effects. Dermatologist Joel L. 
Cohen, M.D., conducted a not-yet-published 20-week open-label trial looking at using 
the daytime Serum and Night Cream products.
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Blastic plasmacytoid dendritic cell neoplasm (BPDCN) is 
an aggressive and deadly hematologic cancer with skin 
lesions that may be mistaken for other skin disorders.1,2

Research has uncovered key markers, including CD123, 
that allow for the proper diagnosis of BPDCN.6†

BPDCN lesions can vary in size, 
shape, and color.1,2*

CANCER?
A DEADLY BLOOD 
ACTUALLY BECOULD THE SKIN

YOU’RE SEEING...
LESION 

Copyright 2019 - Stemline Therapeutics, Inc.  All rights reserved.  1/2019  US-BPD-1800007

* Left image republished with permission from Blood; right image reprinted by permission from Springer Nature: Modern Pathology, Neoplasms derived 
from plasmacytoid dendritic cells. Facchetti F. © 2016.

†BPDCN diagnosis can include other markers, such as CD4, CD56, TCL1, and CD303 (BDCA2).7
‡Skin lesions associated with BPDCN may include violaceous nodules, bruise-like patches, or disseminated and mixed lesions (macules and nodules).1,2

References: 1. Julia F, Petrella T, Beylot-Barry M, et al. Blastic plasmacytoid dendritic cell neoplasm: clinical features in 90 patients. Br J Dermatol. 2013;169(3):579-586. 2. Riaz W, Zhang L, Horna P, 
Sokol L. Blastic plasmacytoid dendritic cell neoplasm: update on molecular biology, diagnosis, and therapy. Cancer Control. 2014;21(4):279-289. 3. Sullivan JM, Rizzieri DA. Treatment of blastic plasmacytoid 
dendritic cell neoplasm. Hematology Am Soc Hematol Educ Program. 2016;2016(1):16-23. 4. Laribi K, Denizon N, Besançon A, et al. Blastic plasmacytoid dendritic cell neoplasm: from origin of the cell to 
targeted therapies. Biol Blood Marrow Transplant. 2016;22(8):1357-1367. 5. Pagano L, Valentini CG, Pulsoni A, et al. Blastic plasmacytoid dendritic cell neoplasm with leukemic presentation: an Italian 
multicenter study. Haematologica. 2013;98(2):239-246. 6. Facchetti F, Cigognetti M, Fisogni S, Rossi G, Lonardi S, Vermi W. Neoplasms derived from plasmacytoid dendritic cells. Mod Pathol. 2016;29(2):98-111. 
7. Reichard KK. Blastic plasmacytoid dendritic cell neoplasm: how do you distinguish it from acute myeloid leukemia? Surg Pathol Clin. 2013;6(4):743-765. 

Plasmacytoid dendritic cells 
invade the dermis where they 
proliferate, resulting in skin 
lesions that take the form of 1-3,6:

• Nodular lesions

• Diffuse bruise-like macules

WHEN BIOPSYING APPROPRIATE SKIN LESIONS, ASK YOUR PATHOLOGIST 
TO CONSIDER CD123.‡

For more information, 
visit BPDCNinfo.com.

YOU PLAY A CRITICAL ROLE IN EARLY AND ACCURATE DIAGNOSIS OF BPDCN

•  ~85% to 90% present with skin lesions 2-4

• ~75% are men 2,5

•  Typically between 60 to 70 years of age, but all 
ages can be affected 2,5

WHO ARE PATIENTS WITH BPDCN?

LOOK FOR SKIN LESIONS

1020210ha_Lot K.indd   1 12/12/18   7:55 PM
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Renuva® is an off the shelf, injectable matrix that is 
perfect for addressing defects where a small volume 
of fat is needed to restore fullness or smooth contours... 
without the need for fat gra�ing. 

Renuva is intended for use in areas where native  
fat exists, including but not limited to: 

•  Nasolabial folds
•  Cheek filling
•  Hand rejuvenation

•  Breast contouring
• Liposuction irregularities
• Depressed scars

Rejuvenate. Restore. 
Renew – Renuva. 
A natural injectable that is replaced  
with the body’s own fat.
Visit mt�iologics.org/Renew to learn more.

Visit mtfbiologics.org/Renew  
or scan this QR code to find out where 
you can learn more about Renuva at 
our upcoming events.

125 May Street, Edison, NJ 08837 USA 

(800) 946-9008 • (732) 661-0202 • mt�iologics.org
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meetings; suggest topics & sources; & conduct interviews.

By MIKE HENNESSY, SR

The concept of personalized medicine is taking off across healthcare. In dermatolo-

gy, discussion and research in the area center around customizing treatments for indi-

vidual patients — from combining modalities to scientifi cally advanced technologies 

that result in custom products. 

In her point of view column this month on page 7, Dr. Draelos summarizes how skin-

care is advancing rapidly with new discoveries fueling the market. Specifi cally, inject-

able biologics have revolutionized the treatment of psoriasis and psoriatic arthritis with 

patients now realistically able to achieve nearly 100% clear skin. She also notes how 

the concept of self-derived biologics has advanced the moisturizer market, as plate-

let rich plasma is increasingly being utilized to enhance moisturizer formulations. Sim-

ilarly, in this month’s cover story, “Advancing the science of skincare,” experts share 

data behind various cosmeceutical brands being formulated with these newer tech-

nologies to repair DNA and improve signs of aging.

Advances in diagnostic and therapeutic device technologies are also aiding the 

diagnosis of cutaneous cancer lesions, as well as being investigated for skin aging 

and acne scars (p.56).

And, as science moves forward, there are new investigational drugs in the pipe-

line promising new mechanisms of action, such as Clascoterone 1% cream, which is 

in late-stage development for acne treatment and, if approved, would be the fi rst new 

mechanism of action in acne in nearly four decades (p. 17). 

Some of these advances are still in their infancy with the need for more data for assess-

ment; however, the future promises many exciting new tools for dermatologists to help 

both patients with chronic skin conditions as well as those with aesthetic concerns.

Mike Hennessy, Sr. is chairman and founder of Dermatology Times’ parent company, 
MJH Life Sciences.

SKINCARE SCIENCE ADVANCEMENTS
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Skincare is advancing with tremendous ra-
pidity in a technology-rich environment. 
It is interesting to observe how much cur-
rent medical discovery fuels ingenuity in 

the skincare market. Several important trends 
can be observed that are worth the attention of 
the dermatologist. These trends include the in-
troduction of biologics and modulation of the mi-
crobiome. I will discuss the controversial issues 
regarding each of these topics. 

Biologics in skincare
Biologics are certainly the newest category of 
medicines with tremendous patient bene� t in 
dermatology. Injectable biologics have revo-
lutionized the treatment of moderate-to-se-
vere psoriasis and psoriatic arthritis. PASI 
100 drugs are a reality, when only a decade 
ago 50% clearance was considered a suc-
cess. This same concept of using biologically 
derived materials to improve skin appear-
ance has reached skincare in the form of plate-
let rich plasma (PRP). Here, 50ml of blood 
with 5ml of anticoagulant are drawn from the 
patient and centrifuged twice, discarding the 
red blood cells and serum to achieve a concen-
trate of platelets. These platelets can then be 
injected or put into a moisturizer to harness 
the purported regenerative properties of PRP. 

The whole concept of using self-derived bio-
logic materials in skincare is launching the world 
of personalized moisturizers. There is some reg-
ulatory concern about the safety of using such 
materials, but the technology to produce biolog-

ics in skincare is becoming easier to use and less 
expensive. Whether PRP should be regulated as 
a biologic is not clear, but the concept of person-
alized skincare is enticing.

Modulation 
of the microbiome
The buzzword of the moment at cosmetic chem-
istry and skincare industry meetings is the 
microbiome. The microbiome consists of a layer 
of living organisms, mainly bacteria, fungus 
and yeast, which coat the skin surface. Micro-
biome issues are perfect for skincare considera-
tion because the organisms coat the stratum cor-
neum, which is nonliving, � tting within the pur-
view of cosmetics.

Several concepts are being explored in the 
industry. One concept is the new claim that 
products “do not disturb the microbiome” or are 
“microbiome friendly.” These claims are appear-
ing on everything from moisturizers to facial 
serums and colored cosmetics. These claims 
are easy to substantiate by collecting skin swabs 
before and after product application, noting there 
is no change in the microbial constituents. 

The concern might be that the preservatives 
in the formulation designed to keep the prod-
uct from spoiling might also damage the microbi-
ome. Concerns might also be raised with cleans-
ers that de� nitely disturb the microbiome with 
water rinsing enhanced by detergents. Neverthe-
less, the microbiome appears to be regulated by 
the immune system and, over time, will recover.

Another area of interest is adaptation of preb-
iotic, probiotic and postbiotic gut concepts to 
the skin. 

Prebiotics are substances that support the 
growth of bacteria, such as carbohydrates. Skin-
care products are adding sugars to the formula-
tion, which can also be used to adjust viscosity, 
to support a prebiotic claim. 

Probiotics are preparations containing bacte-
ria that might have positive e� ects on the micro-
biome. Live bacteria in skincare products are 
problematic due to the need to include preserv-
atives in most skincare formulations; however, 
some probiotic labeled products contain bacte-
rial lysates. 

Finally, postbiotics are substances produced 
by bacteria, such as fermentation products, that 
have a positive e� ect on the microbiome. One 
example of such a fermentation product is lac-
tic acid, already used in skincare formulations to 
adjust pH and function as an exfoliant.

Whether skincare products have a lasting 
e� ect on the microbiome is dubious. It is also 
still under investigation as to whether they have 
an e� ect on the microbiome at all. Yet, the abil-
ity to improve skin health by modulating unseen 
organisms on the skin surface is intriguing.

The world of skincare is a careful balance 
between adaptation of the newest medical con-
cepts to appearance improvement and care-
fully communicating the bene� ts of these con-
cepts to consumers in such a way to avoid mak-
ing drug claims. 

In summary, the skincare industry thrives on 
“newness” and “claims.” 

Current skincare trends

point of view

“Whether skincare products have a 
lasting e� ect on the microbiome is dubious.”

NOVEMBER 2019

by ZOE DIANA DRAELOS, M.D.

Dr. Draelos is a consulting professor of dermatology, 
Duke University School of Medicine, Durham, N.C.
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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.

In practice for 20 years, Dr. Derm sees a large number of skin cancer patients. He 
is recognized as being one of the best oncologic dermatologists in his state. Over 
the course of the last 10 years, he has seen Mr. Skin for multiple skin cancers. The 
last time Mr. Skin was seen in the offi ce was three years ago. After that visit, Mr. 
Skin was “discharged” from the practice for not showing up for numerous visits, 
as well as refusing to pay either insurance deductibles or co-pays on three differ-
ent occasions over the course of two years. Since that time, Mr. Skin has found a 
different dermatologist. The new dermatologist recently biopsied a lesion on Mr. 
Skin that proved to be early invasive melanoma. Mr. Skin, understandably anxious, 
seeks an appointment with the “skin cancer expert,” Dr. Derm. 

Mr. Skin is given an appointment to see Dr. 
Derm. However, when Dr. Derm sees Mr. Skin 
in the waiting room, he refuses to see him. Mr. 
Skin is fuming and seeks to sue Dr. Derm for not 
seeing him. A law student friend tells Mr. Skin 
that, increasingly, legal experts have re-explored 
the notion that patients seeking medical care may 
have a “property right” to that care. He cites the 
fact that as the 2020 presidential race nears, this 
is an increasingly discussed issue. What is this 
property right? Does it exist? 

Medical education is an extraordinarily expen-
sive enterprise. It is heavily dependant on pub-
lic funding. The total educational costs for an MD 
degree have increased every decade. New phy-
sicians, in general, often carry enormous debt 
once they have graduated (there are some excep-
tions such as the tuition free medical school edu-
cation at NYU). Yet, physicians entering into 
practice are felt to have paid only 2.3% to 21% of 
the total direct costs of their own education. The 
rest of the funds, in fact, come from a variety of 
sources. The public contribution to these funds 

varies tremendously from school to school. On 
the average, though, direct state and federal gov-
ernment appropriations and government funded 
grants and contracts constitute about 38% of total 
revenue. 

For graduate medical education (GME), 
the taxpayer funds an even greater propor-
tion of physician training. Almost 20 years ago, 
Medicare was contributing $76,530 per resi-
dent. That number has increased tremendously 
since then. Clearly, the American taxpayer does 
underwrite a substantial share of physician 
training. With that, increasingly, patients as well 
as some legislators feel strongly that Americans 
have a right to healthcare and to see the phy-
sician of their choice. This would include Mr. 
Skin’s right to see Dr. Derm.  

Financial support for medical research has also 
evolved into a publicly funded model. Almost 
83% of biomedical research articles and 80% of 
clinical research articles come from either govern-
ment sources or academic institutions for which 
public money pays the majority of research costs. 

What becomes clear is that American med-
icine, while not wholly publicly funded, still 
requires public funding for its existence. Few 
physicians would ever be trained if they had to 
underwrite the full cost of their training. 

At a minimum it would appear that the public’s 
substantial investment in educating physicians, 
� nancing the delivery of healthcare and fund-
ing medical research must be viewed as a poten-
tial “property” interest of the public. If the public 
pays for the training of physicians, then can it be 
argued that the public has an ownership property 
interest in American healthcare? At the very least, 
in both legal and economic terms, can the public’s 
ownership interest in healthcare be understood as 
an interest in a property that one might consider 
the “public good”? Is there a fundamental right to 
healthcare? 

The American ownership of U.S. healthcare 
has not only strong proponents among legal schol-
ars, but is also grounded in rational legal and eco-
nomic terms. It is certainly a hot ticket political 
issue. In the end, though, does the American tax-
payer actually have a constitutional right to health-
care? Does Mr. Skin have a constitutional right to 
receive healthcare from Dr. Derm? 

Although there are a variety of constitutional 
rights to healthcare (including prisoners), there 
is no generalized healthcare right guaranteed 
by the U.S. Constitution. Dr. Derm cannot be 
forced to see Mr. Skin. Time will tell if patients 
and their elected legislators try to change this 
notion. That has not happened as of yet. 
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“ Proteins and peptides function as 
humectants with the ability to absorb water.”

Q How are the new 
personalized facial moisturizers 
created?
Sophisticated technology has entered the cos-
meceutical moisturizer market to yield a new 
generation of personalized cosmetics. The 
idea of making a facial moisturizer that works 
“uniquely with your skin, using your own 
body’s regenerative capabilities” is quite entic-
ing. This customization is based on the use 
of platelet rich plasma (PRP), which has 
been recently popularized for many di� erent 
purposes.

PRP is obtained by drawing 50cc of blood 
into a syringe containing 5cc of an anticoag-
ulant. The blood is then centrifuged to sepa-
rate the red blood cells that are subsequently 
discarded. The serum is drawn o�  and recen-
trifuged to obtain the PRP, which is found at 
the bottom of the tube. The PRP is drawn up 
into a syringe and used for many di� erent pur-
poses. It can be injected into di� erent body 
areas including the knee joint to improve osteo-
arthritis or into orthopedic injuries to enhance 
healing; however, there are few well-controlled 
studies and little other data to support bene� ts.

In dermatology, PRP has been injected into 
the scalp to increase hair growth and enhance 
the success of hair transplantation. It has been 
used for skin rejuvenation purposes by injecting 
into facial skin, but it can also be applied top-
ically by mixing PRP into a moisturizer base. 
This then allows the development of patient 
customized moisturizers that build on inter-
est in the rejuvenating properties of PRP. The 

moisturizer must be refrigerated and has a lim-
ited shelf life. These products are made and dis-
pensed in physician’s o�  ces with numerous 
PRP clinics advertising on the Internet. More 
research and controlled studies are needed to 
develop good science behind the use of PRP in 
dermatology.

Q What comprises human 
stem cell moisturizers and how 
do they work?
Another high-tech moisturizer formulation con-
tains human stem cells designed to “restore skin 
youth.” These products disclose they contain 
stem cell peptides from unfertilized donated 
human eggs. The eggs are obtained from donor 
banks that are left over from infertility treat-
ments, where the proteins are broken down 
to obtain peptides. Peptides are the building 
blocks of all proteins, whether the source is cow 
skin or human eggs, and the source becomes 
less important once proteins are denatured to 
the peptide level. Once denatured, human stem 
cells do function as progenitor cells.

Many time-tested moisturizer formulations 
contain peptide fragments, the most common 
being hydrolyzed collagen, usually obtained 
from cow skin. Other, more sophisticated 
modern formulations may contain patented 
collagen peptide fragments, such as Matrixyl. 
Proteins and peptides function as humectants 
with the ability to absorb water, an important 
moisturizing property. Human stem cell pep-
tides function in this manner, but are unlikely 
to provide any additional antiaging bene� ts.

Q How are the biologic-
containing moisturizers 
applied for optimal efficacy?
PRP and human stem cell peptide-containing 
moisturizers are considered to contain biologic 
ingredients. This is an area of controversy 
from a regulatory standpoint and the FDA has 
issued warning letters to several companies 
making robust claims in this moisturizer 
category. The safety of some of these high-
tech formulations may be in the inability of 
proteins and peptides to traverse the stratum 
corneum, which is uniquely designed to keep 
these allergenic substances out of the body. 
However, in order to realize bene� t from the 
formulations, the peptides must reach the 
viable skin.

This has led to development of a variety of 
handheld electroporation devices to decrease 
the skin barrier. These home-use minimal-risk 
devices are very popular in some Eastern Euro-
pean areas, especially Korea, and they are � nd-
ing their way into the United States. The pep-
tide-containing moisturizer is put on the skin 
surface, and the device is then rubbed over the 
moisturizer to enhance penetration. It is chal-
lenging to know what is really improving skin 
appearance with these treatments. Is it the bio-
logic ingredient, the moisturizer or the radiofre-
quency device? This new area of dermatology is 
still in its infancy with the need for more data for 
assessment. 

Cosmetic technology advances
by ZOE DIANA DRAELOS, M.D.

Dr. Draelos is a consulting professor of dermatology, 
Duke University School of Medicine, Durham, N.C.
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ANSWER: FALSE   Though AI tools will continue to 
develop and improve to support physicians, they 
are not taking the place of physicians. The prac-
tice of medicine still requires a human dynamic. 

Evidence-based medicine requires the syn-
thesis of patient-specifi c data with the inter-
pretation and clinical judgment that only 
a physician can provide. AI allows doc-

tors to focus more on what originally 
brought them into the profession 

– caring for patients.

I t’s nearly impossible to get through a day 
without encountering augmented intelli-
gence (AI). We have come to expect the 
convenience of email � lters and smart re-

plies, websites that link job candidates to job 
openings, predictive online searches, fraud pre-
vention by � nancial institutions, and social 
media that detects when someone might harm 
themselves.1 Over time we have come to ac-
cept these small daily interactions with AI, but 
when it comes to AI in medicine, many have ex-
pressed concern that doctors’ training, knowl-
edge and judgment will simply be replaced by a 
cold and calculating AI. Thankfully, today’s AI 
advances are not aimed at replacing doctors at 
all, but rather they team up with doctors to en-
hance decision-making and increase the accu-
racy of their diagnoses.

It’s not physician vs. machine
No doctor can memorize everything, but 
patients expect quick, accurate diagnoses, 
the most appropriate tests to be ordered, and 
safe, e� ective therapies to be used. Gathering 
patient data and synthesizing it into an excel-
lent di� erential diagnosis with the typical time 
constraints that every doctor faces can be a 
challenge. Using AI-powered decision support 
in combination with physician knowledge and 
experience is more powerful than the physi-
cian relying on memory alone to make a diag-
nosis.

For this month’s column – I want to high-
light a company and innovator, Art Papi-
er, M.D., FAAD, of whom I am a hug fan. I 
remember using VisualDx as a medical stu-

dent – and, essentially, I found it to be the 
best resource for helping me generate der-
matological di� erentials. This is true 
to this day when I see patients and 
get stumped. What I like most about 
what VisualDx is doing in dermatol-
ogy is that they are using AI/ML to 
augment physician decision-mak-
ing, not replacing it. 
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AI: It’s not dermatologist vs. machine

“ The physician’s medical judgment 
is still crucial to this process.”

innovation

by ART PAPIER, M.D., FAAD, AND STEVE XU, M.D., FAAD 

Dr. Papier is a dermatologist, founder and CEO of VisualDx. He received his MD from the University of Vermont College of Medicine 
and completed his graduate medical training at the University of Rochester Medical Center. He is also an associate professor of 
dermatology and medical informatics at the University of Rochester School of Medicine and Dentistry. 

DERMATOLOGY is particularly well-suited to receive 

support from machine learning (ML), one form of AI, 

because many skin conditions present in patterns 

that computers can recognize. Visual decision sup-

port tools like VisualDx have been working to make 

applications that can identify lesion types from pho-

tos of a patient’s condition. The machine learning 

benefi tted strongly from the huge VisualDx library of 

hundreds of thousands of clinical images including 

a variety of presentations, skin types, age, sex, severi-

ty of disease, and more. 

“Obviously, when we started this collection, 

SPOTLIGHT ON VISUALDX 

Developing AI support for dermatology –
not to replace dermatologists

Robot doctors 
are the future?

True or false 

machine learning was not what our collection was 

intended for,” says  Rob Phipps, vice president of 

engineering at VisualDx. “When machine learn-

ing became big and hit the scene a few years ago, 

the lightbulb went off. We said, ‘This is gold, and this 

is what you really need to do a good job with these 

new technologies.’ So, we have been able to repur-

pose the image collection to use machine learning.”

Once a robust amount of data had been 

“learned” by the computer, it was time to incorporate 

that machine learning into a useful analysis tool. Visu-

alDx added a feature that allows a healthcare pro-
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Hacking Dermatology’s 2019 Hack-
athon took place September 13-15 in 
Boston. By the end of the three-day 
weekend, five teams were awarded 

$5,000 each to continue working on their ideas for 
the next several months. 

During the kickoff presentations on the first 
night, program coordinators explained the 
agenda: In one-minute intervals during the first 
evening, participants pitched dermatology-spe-
cific problems in healthcare. About 25 problem 
areas were pitched, ranging from how to address 
identifying eczema triggers over time to how to 
standardize data collection and improve docu-
mentation systems to how to improve point-of-
care fungal diagnosis. 

The pitches were followed by time for partici-
pants to mix and connect with other participants to 
discuss each of the problems, identify the one spe-
cific problem they each would like to work on solv-
ing during the weekend, and to form teams around 
those problems. By mid-day on Saturday, 17 teams 
were formed. The teams spent the next day and a 
half “hacking” their problems to develop potential 
solutions that would benefit patients and healthcare 
providers, as well as the basis of a sustainable busi-
ness model to market the solution.

On Sunday afternoon, teams had three min-
utes to present their problem, solution and busi-

ness case to a panel of judges. The winning teams 
whose conceptual ideas are advancing into the 
next phase of the process include:

FLARE, which is going to look at developing 
a product that performs non-invasive, continuous 
skin monitoring for eczema patients.

RELIEF, which is designing a product to help 
identify environmental triggers of eczema flares 
to gather personalized insight that can inform 
treatment and management plans. 

SKIN ON A CHIP, which is exploring the 
idea of embedding patient skin cells on a chip to 
test medication and allergen sensitivity. 

CURESORE, which is developing an 
at-home patient-monitoring tool that uses image 
standardization technology to track disease 
progression.

WARTPATCH, which is developing A pain-
less microneedle-based immunotherapy delivery 
device for treating warts, especially in children. 

Hacking Dermatology was launched in 2018 by 
founding partners LEO Science & Tech Hub of 
LEO Pharma, Advancing Innovation in Derma-
tology and MIT Hacking Medicine. It began out of 
the desire to build a community around dermatol-
ogy that brings together individuals from different 
industries such as engineering, business and med-
icine, and to provide a framework and resources 
for individuals to think creatively around current 

problems that exist within the dermatology field, 
says Alex Costa, science lead, new product plan-
ning at LEO Pharma and a co-founder and start-up 
mentor for Hacking Dermatology.

Hacking Dermatology is a venue for stakehold-
ers from different areas of the industry to think 
about the problems in dermatology, connect 
with like-minded people that complement their 
skillsets, and to move ideation down the prod-
uct development and commercialization path-
way, says William Ju, M.D., president, Advanc-
ing Innovation in Dermatology.

As a founding partner, Michael Sierra, vice 
president of the LEO Science & Tech Hub, Bos-
ton, says this event is about impacting people’s 
lives. Industry can play a vital role in partner-
ing with public and private institutions to act as 
a catalyst to transform early-stage innovations 
and technologies into solutions that can improve 
quality of life for patients.

“I truly believe that our mission is to help 
patients, and one way to do that is through inno-
vation. By coming together with these partners 
and supporting Hacking Dermatology, we are 
able to give back to the community and help to 
advance progress in treatment and care. My team 
and I believe in impacting patients’ lives, and 
that’s why we participate. I believe so firmly that 
it’s all about what we can give back,” he says.

The five winning teams will return in early 
2020 to pitch the status of their business develop-
ment, premarket research and protype products. 
Three teams will walk away with a larger prize 
to begin development of a product, and in mid-
2020, a final team will be granted a grand prize to 
build a product and a company.

“This is a very exciting meeting because our 
mission at Advancing Innovation in Dermatol-
ogy is really to help build a future where people 
and organizations come together to help solve 
the most important problems in dermatology 
through product innovation. One important part 
of that, of course, is people and a next-generation 
of innovators,” says Dr. Ju. 
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SPOTLIGHT ON VISUALDX 

Developing AI support for dermatology –
not to replace dermatologists

fessional to take a photo of a patient’s skin condition, 

analyze the lesion morphology using the machine 

learning AI, and then request additional input from 

the physician to obtain a differential diagnosis. 

The physician’s medical judgment is still crucial to 

this process, both in obtaining the relevant symptoms 

from the patient and in interpreting the conclusions 

reached by the decision support tool. Furthermore, 

dermatologists are well aware of the non-dermatolo-

gists’ and medical students’ inability to describe the 

skin exam well.  VisualDx is augmenting the teaching 

and learning of these skills as the system analyzes an 

image and “teaches” the language of the skin exam.  

What’s the Real-World Result of a Point of Care  
AI Decision Support Tool for Dermatology?
Having augmented support in diagnosing patients 

with conditions that present on the skin can speed 

accurate diagnosis, save valuable time, build pat-

tern recognition skills in the clinician and reduce 

dermatology referrals. In a 2019 survey conducted 

by VisualDx, dermatologists indicated they saved 

an average of 22 minutes per day when using Visu-

alDx. Additionally dermatologists reported that 22% 

of their cases could be ably handled by the referring 

provider.2  With the average wait to see a dermatol-

ogist in metro areas at 32 days,3  tools like VisualDx 

make it possible for dermatologists to concentrate 

on more challenging cases while primary or urgent 

care physicians can treat more common conditions. 

Using the support of AI tools, physicians can increase 

patient satisfaction as well. Quick diagnosis on the 

first visit can reduce patient costs and give the phy-

sician valuable time to educate the patient on their 

diagnosis and treatment plan. 

FOR MORE INFORMATION  
ON HACKING DERMATOLOGY. 

www.hackingdermatology.org

HEATHER ONORATI | Content Director

Hackathon winners explore 
precision medicine

NOVEMBER 2019

DT1119_010-11_Innovation.indd   11 11/1/19   1:28 PM



dermatologytimes.comdermatologytimes.com

12

Melasma is a commonly acquired disor-
der of hyperpigmentation that a� ects 
women at a higher percentage com-
pared to men.1 It is a multifactorial 

skin condition triggered by sun exposure, hormonal 
changes, systemic illnesses, medications and genetic 
susceptibility. Treatment of melasma has been tradi-
tionally centered on the use of daily sunscreen and 
topical bleaching creams or chemical peels.

However, given the broad absorption spec-
trum of melanin, a variety of lasers and light sources 
have also been investigated with some success. 
These studies include the use of the Intense pulsed 
light (IPL), ablative (ABL) and non-ablative frac-
tional lasers (NAFL), QS 1064 nm, QS 694 nm 
and picosecond devices.2 Also, there is recent evi-
dence to suggest a vascular component to melasma, 
and, therefore,  improvement in melasma has been 
achieved combining the PDL with other therapies 
that mainly target hyperpigmentation. 

IPL has wavelengths ranging from 515 nm to 1200 
nm, which is thought to be beneficial in the treatment 
of melasma as it can target  both epidermal and dermal 
pigment. Studies in 2011 by Goldman et al. demon-
strated a 23% improvement when IPL was used alone 
vs. a 57% improvement when IPL was used in com-
bination with topical therapy. Similarly, in 2012, 
Figuereido et al. showed a 49.4% improvement using 
IPL in combination with topicals, with a sustained 
improvement of 44.9% at 12-month follow-up. Inter-
estingly, in 2008, Li et al. reported >51% improve-
ment with four consecutive IPL sessions. In their 
study, this was particularly highlighted in patients 
with predominantly epidermal melasma who had 
Fitzpatrick skin types I-III, which is important to con-
sider when applying it to clinical practice.

Fractional lasers create microthermal zones of con-
trolled skin damage that result in more rapid skin 
recovery as well as a reduced risk of  serious complica-

tions such as scarring. Both NAFL and ABL technol-
ogies have been tested for the treatment of melasma. 
I will focus on the 1927 nm wavelength as it has been 
more extensively studied specifically for epidermal 
and superficial dermal hyperpigmentation.3 

The pilot study for this device in melasma was 
completed by Polder et al. who showed a 51% 
improvement one month following three to four 
treatments with � uences of 10 mJ to 20 mJ, and 
34% improvement at six months following comple-
tion of all treatment sessions. A longer retrospec-
tive study in 2013 by Niwa Massaki et al. looked 
at females who had undergone a single treatment 
with the 1927 nm NAFL at � uences of 10 mJ to 20 
mJ with 60-70% surface area coverage and assessed 
their response at one month, six months and 12 
months. All patients pursued maintenance ther-
apy with topical hydroquinone one month after the 
laser session. The study reported 50% improve-
ment by one month and continued improvement 
up to 53.8% at six to 12 months follow-up. This 
suggests a more durable response with a single 
treatment session. However, it does not replace the 
requirement to be consistent with topical therapies.

Q-switched lasers provide a short pulse duration 
with a higher energy intensity. QS lasers that target 
melanin include the Ruby, Alexandrite and Nd:YAG. 
Initial studies were somewhat disappointing as the 
majority of patients experienced significant post-in-
flammatory hyperpigmentation and worsening mel-
asma. A newer technique called low fluence QS laser 
is now being studied at the 1064 nm wavelength, 
with promising results.4 Wattanakrai et al. found an 
improvement of 92.5% after five consecutive weekly 
sessions with the low fluence QS Nd:YAG in a split 
face study. However, hypopigmentation was a com-
mon side effect and, unfortunately, there was a 100% 
recurrence rate. Two separate studies by Xi and Hof-
bauer Parra have found similar recurrence rates. 

More recently, a newer class of lasers called pico-
second lasers with even shorter pulse duration have 
been studied. The thought is that with a shorter 
pulse duration, there is more of subthermolytic pho-
toacoustic damage that can selectively target pig-
ment without destroying or excessively heating the 
surrounding tissue.5 There have been only a hand-
ful of case reports using this laser modality in mel-
asma. However, theoretically it seems to represent 
a potential treatment alternative for melasma with 
less cutaneous side e� ects such as dyspigmentation. 
This could be particularly true if used in combina-
tion with topical therapy, or if used with a fraction-
ated handpiece for combination with laser-assisted 
drug delivery of a variety of  bleaching agents.

In conclusion, melasma is a notoriously hard-
to-treat condition. The treatment should be per-
sonalized to each individual. The most success-
ful approaches tend to rely on the combination of 
sunscreen, lightening topical products (hydroqui-
none, tranexamic acid, kojic acid, glycolic acid, 
retinoic acid, super� cial chemical peels), laser/
light therapy and, sometimes, even oral tranexamic 
acid. In our practice, we use IPL, low � uence 
1927nm and picosecond treatments with variable 
success. However, the decision of  whether to laser 
is still up for argument — given the high recur-
rence rates and the lack of blinded studies — lasers 
should be used as second line therapy only after a 
rigid topical regimen has been tried. 
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Melasma: When is laser treatment considered?
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“Lasers should be used... only after a 
rigid topical regimen has been tried.”
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Awell-prepared expert review can sal-
vage a poor investigation; similarly, a 
well-investigated case can be ruined 
by a poor expert opinion. 

The expert reviewer program is an impartial 
and professional means by which to support the 
investigation and enforcement functions of each 
state’s medical board. Experts help the board by 
providing opinions and reviews on board cases, 
and conducting professional competency exams, 
physical exams and psychiatric exams on profes-
sionals in question.

I recently participated in the Medical Board of 
California’s Expert Reviewer Training at LAC + 
USC Medical Center where I completed my derma-
tology residency. To take part in the program, one 
must: possess a current/active state medical license 
in good standing and board certi� cation in one of 
the 24 ABMS specialties with a minimum of three 
years of practice in the specialty area; have no pend-
ing disciplinary action or accusation or complaint 
history within the last three years; have an active 
practice (at least 80 hours/month in direct patient 
care, clinical activity or teaching, or at least 40 hours 
of direct patient care); and be willing to testify.  

The executive director of the medical board 
opened with an overview of the enforcement pro-
cess. The division of investigation, health qual-
ity investigation unit, and specialized investiga-
tions and training unit included an overview of 
the expert review process. 

A medical consultant went over the case cat-
egories, scenarios and case studies, and we 
were all provided with sample cases to review, 
which were representative of the types of cases 
we would see if providing an expert review. 
The supervising deputy attorney general and 
the o�  ce of the attorney general discussed legal 
considerations. The defense counsel’s per-
spective was discussed regarding expert testi-
mony at hearing. Videos were shown regard-
ing “good” and “bad” examples of the role of 
expert pre-hearing and expert testimony at 
hearing, followed by a discussion of what to 
do and what not to do. At the end, an admin-
istrative law’s perspective was given regarding 
expert testimony. 

Training goals included learning how to pre-
pare a legally sound medical opinion that will stand 
up in court— it is important to note that medical 
experts have immunity during this process. 

Importantly, a medical 
expert is not an advocate 
for the board or the subject 
physician, but is an objec-
tive reviewer who estab-
lishes whether a departure 
occurred from the stand-
ard of care. Before taking 
a case, a medical expert 
must promise to: 

maintain strict 
con� dentiality;
thoroughly review all materials provided; 
prepare a written report and follow the 
standardized format; and 
be available to investigators, medical con-
sultants and attorneys.
As this process can be very tedious and 

time-consuming, physicians can charge for their 
time involved in each case, including phone calls. 

The medical board enforcement team con-
sists of several individuals: an investigator, a 
medical consultant and the deputy attorney gen-
eral. The investigator is trained to gather all rel-
evant evidence upon which the medical expert 
will rely to formulate an opinion. The medi-
cal consultant assists investigators in identifying 
relevant evidence and interviewing the subject 
physician. The deputy attorney general reviews 
investigations referred for administrative protec-
tion for requirements and will ultimately present 
the case at a hearing if needed. 

As a medical expert, you are the premier edu-
cator for: the investigator as to whether a signi� -
cant enough departure has occurred to warrant 
disciplinary action; the attorney as to how the 
medical issue at hand constitutes a violation of law 
so they can successfully argue this at a hearing; 
and for the administrative law judge as to the spe-
ci� c medical issues at hand and why the subject 
departed from the standard of care. 

Before receiving a case, a medical consultant 
or investigator will contact the medical expert to 
determine whether there’s any con� ict of inter-
est with the subject and to assure that your train-
ing and experience are relevant to the fact pattern at 
issue. The consultant will also review the volume of 
material to be reviewed and how long it will take, as 
well as how the materials will be sent to you. 

As an expert reviewer you must ensure that 
you have the same specialty as the subject phy-

sician and that you are 
familiar with the standard of care in the 
community at the time of the incident in ques-
tion. It is very important to have had signi� cant 
experience with the procedure or medical issue 
during the time period in question. 

In turn, the medical expert should expect 
to receive complete medical records (includ-
ing from the subject physician and any rele-
vant prior/subsequent treating physicians) and 
recordings and transcripts of interviews with  
all relevant witnesses, as well as with the physi-
cian. In reviewing the case, 10 hours of review 
are authorized and the case should be reviewed 
within 30 days. 

In California, the total cases referred for 
administrative action (attorney general’s o�  ce) 
from the 2018-2019 year is approximately 677. 
Out of those, only 34 cases were referred for 
criminal action (district or city attorney’s o�  ce). 
The types of cases referred for criminal action 
included drug violations, sexual misconduct, 
unlicensed practice of medicine, patient deaths 
(2nd degree murder/involuntary manslaughter) 
and fraud. 

In unlicensed cases, experts may be requested 
to prepare a declaration indicating whether the 
conduct constitutes the practice of medicine. 
The facts and departures dictate whether the 
case is referred for criminal charges in addition 
to administrative charges. 

Through this opportunity, I learned how di�  -
cult it can be to ful� ll the role of a medical expert, 
yet I left with an understanding of how valuable it 
is to be able to participate in an enforcement pro-
cess to protect patients by ensuring high-qual-
ity and safe medical care. I am looking forward to 
ful� lling this role in the future as I continue in my 
career as a dermatologist. 

My medical expert training experience

by ANNA CHACON, M.D.

Dr. Chacon is a dermatologist in the department of 
dermatology at Cleveland Clinic Florida, Weston, Fla.
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Not an actual patient, 
results may vary.

INDICATIONS AND USAGE
SEYSARA (sarecycline) tablet, is indicated for the treatment of
infl ammatory lesions of non-nodular moderate to severe acne
vulgaris in patients 9 years of age and older.

Limitations of Use: Effi  cacy of SEYSARA beyond 12 weeks 
and safety beyond 12 months have not been established.
SEYSARA has not been evaluated in the treatment of infections.
To reduce the development of drug-resistant bacteria as well 
as to maintain the effectiveness of other antibacterial drugs, 
SEYSARA should be used only as indicated.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
SEYSARA is contraindicated in persons who have shown 
hypersensitivity to any of the tetracyclines.

WARNINGS AND PRECAUTIONS
•  The use of SEYSARA during tooth development (second and

third trimesters of pregnancy, infancy, and childhood up to the
age of 8 years) may cause permanent discoloration of the teeth 
(yellow-gray-brown).

• Clostridium diffi  cile associated diarrhea (CDAD) has been
reported with nearly all antibacterial agents, and may range 
in severity from mild diarrhea to fatal colitis. If Clostridium 
diffi  cile Associated Diarrhea (antibiotic associated colitis) occurs, 
discontinue SEYSARA.

•  Central nervous system side effects, including 
light-headedness, dizziness or vertigo, have been reported with 
tetracycline use. Patients who experience these symptoms 
should be cautioned about driving vehicles or using hazardous 
machinery. These symptoms may disappear during therapy and 
may disappear when the drug is discontinued.

•  Intracranial hypertension in adults and adolescents has been 
associated with the use of tetracyclines. Clinical manifestations 
include headache, blurred vision and papilledema. Although 
signs and symptoms of intracranial hypertension resolve after 
discontinuation of treatment, the possibility for sequelae 
such as visual loss that may be permanent or severe exists. 
Concomitant use of isotretinoin and SEYSARA should be 
avoided because isotretinoin, a systemic retinoid, is also 
known to cause intracranial hypertension.

•  Photosensitivity manifested by an exaggerated sunburn 
reaction has been observed in some individuals taking 
tetracyclines. Patients should minimize or avoid exposure to 
natural or artifi cial sunlight (tanning beds or UVA/B treatment) 
while using SEYSARA.

•  Bacterial resistance to tetracyclines may develop in patients 
using SEYSARA. Because of the potential for drug-resistant 
bacteria to develop during the use of SEYSARA, it should only be 
used as indicated.

•  As with other antibiotic preparations, use of SEYSARA may 
result in overgrowth of non-susceptible organisms, 
including fungi. If superinfection occurs, SEYSARA should 
be discontinued and appropriate therapy instituted.

ADVERSE REACTIONS
Most common adverse reaction (incidence ≥ 1%) is nausea.

PLEASE TURN THE PAGE FOR BRIEF SUMMARY 
OF FULL PRESCRIBING INFORMATION.

IGA, investigator’s global assessment; refl ects the
investigator’s overall general assessment of the quantity
and quality of infl ammatory lesions (range 0-4 with 0 being
clear and 4 being severe).

ITT, intent-to-treat.

Reference:
1.  SEYSARA [package insert]. Exton, PA: Almirall, LLC, 2018.

Seysara® is a registered trademark of Almirall, LLC.
© Almirall, LLC, Exton PA 19341. www.almirall.us. 
All rights reserved.

USSEY0311a 05-2019

*STUDY DESIGN: The safety and effi  cacy of SEYSARA 
was assessed in two identically designed, 12-week,
multicenter, randomized, double-blind, placebo-controlled
trials. In both studies, SEYSARA was administered orally
once-daily for 12 weeks as 60 mg, 100 mg, or 150 mg
tablets, based on patient weight.

*STUDY RESULTS: Mean absolute reduction
(co-primary endpoint) was 15.3 in study 1 (SC1401) and 15.5 in 
study 2 (SC1402) vs 10.2 and 11.1 in the placebo groups at 
Week 12, respectively. 21.9% of ITT patients in study 1 and 
22.6% of ITT patients in study 2 achieved IGA success 
(co-primary endpoint; defi ned as ≥2-point improvement from 
baseline in IGA scale for infl ammatory lesions of acne, and 
a score of 0 [clear] or 1 [almost clear]) at Week 12 vs 10.5% 
and 15.3% of patients with placebo, respectively (p<.0001 for 
study 1 and p =.0038 for study 2).

WHAT DO I SAY 
TO PATIENTS

WITH ACNE?FRUSTRATED 

With a demonstrated safety profi le1

EASY ON PATIENTS.
Convenient once-daily dosing,
with 3 weight-based strengths;
with or without food1

TOUGH ON ACNE.
Signifi cant infl ammatory lesion
count reduction at Week 12, and
as early as Week 31,*

SEYSARA®
I

INTRODUCING SEYSARA,
A NOVEL ORAL TETRACYCLINE
DEVELOPED SPECIFICALLY
FOR MODERATE TO SEVERE
ACNE PATIENTS AS YOUNG AS 9.1

For more information,
visit SEYSARA.com
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Not an actual patient, 
results may vary.

INDICATIONS AND USAGE
SEYSARA (sarecycline) tablet, is indicated for the treatment of
infl ammatory lesions of non-nodular moderate to severe acne
vulgaris in patients 9 years of age and older.

Limitations of Use: Effi  cacy of SEYSARA beyond 12 weeks 
and safety beyond 12 months have not been established.
SEYSARA has not been evaluated in the treatment of infections.
To reduce the development of drug-resistant bacteria as well 
as to maintain the effectiveness of other antibacterial drugs, 
SEYSARA should be used only as indicated.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
SEYSARA is contraindicated in persons who have shown 
hypersensitivity to any of the tetracyclines.

WARNINGS AND PRECAUTIONS
•  The use of SEYSARA during tooth development (second and

third trimesters of pregnancy, infancy, and childhood up to the
age of 8 years) may cause permanent discoloration of the teeth 
(yellow-gray-brown).

• Clostridium diffi  cile associated diarrhea (CDAD) has been
reported with nearly all antibacterial agents, and may range 
in severity from mild diarrhea to fatal colitis. If Clostridium 
diffi  cile Associated Diarrhea (antibiotic associated colitis) occurs, 
discontinue SEYSARA.

•  Central nervous system side effects, including 
light-headedness, dizziness or vertigo, have been reported with 
tetracycline use. Patients who experience these symptoms 
should be cautioned about driving vehicles or using hazardous 
machinery. These symptoms may disappear during therapy and 
may disappear when the drug is discontinued.

•  Intracranial hypertension in adults and adolescents has been 
associated with the use of tetracyclines. Clinical manifestations 
include headache, blurred vision and papilledema. Although 
signs and symptoms of intracranial hypertension resolve after 
discontinuation of treatment, the possibility for sequelae 
such as visual loss that may be permanent or severe exists. 
Concomitant use of isotretinoin and SEYSARA should be 
avoided because isotretinoin, a systemic retinoid, is also 
known to cause intracranial hypertension.

•  Photosensitivity manifested by an exaggerated sunburn 
reaction has been observed in some individuals taking 
tetracyclines. Patients should minimize or avoid exposure to 
natural or artifi cial sunlight (tanning beds or UVA/B treatment) 
while using SEYSARA.

•  Bacterial resistance to tetracyclines may develop in patients 
using SEYSARA. Because of the potential for drug-resistant 
bacteria to develop during the use of SEYSARA, it should only be 
used as indicated.

•  As with other antibiotic preparations, use of SEYSARA may 
result in overgrowth of non-susceptible organisms, 
including fungi. If superinfection occurs, SEYSARA should 
be discontinued and appropriate therapy instituted.

ADVERSE REACTIONS
Most common adverse reaction (incidence ≥ 1%) is nausea.

PLEASE TURN THE PAGE FOR BRIEF SUMMARY 
OF FULL PRESCRIBING INFORMATION.

IGA, investigator’s global assessment; refl ects the
investigator’s overall general assessment of the quantity
and quality of infl ammatory lesions (range 0-4 with 0 being
clear and 4 being severe).

ITT, intent-to-treat.

Reference:
1.  SEYSARA [package insert]. Exton, PA: Almirall, LLC, 2018.

Seysara® is a registered trademark of Almirall, LLC.
© Almirall, LLC, Exton PA 19341. www.almirall.us. 
All rights reserved.

USSEY0311a 05-2019

*STUDY DESIGN: The safety and effi  cacy of SEYSARA 
was assessed in two identically designed, 12-week,
multicenter, randomized, double-blind, placebo-controlled
trials. In both studies, SEYSARA was administered orally
once-daily for 12 weeks as 60 mg, 100 mg, or 150 mg
tablets, based on patient weight.

*STUDY RESULTS: Mean absolute reduction
(co-primary endpoint) was 15.3 in study 1 (SC1401) and 15.5 in 
study 2 (SC1402) vs 10.2 and 11.1 in the placebo groups at 
Week 12, respectively. 21.9% of ITT patients in study 1 and 
22.6% of ITT patients in study 2 achieved IGA success 
(co-primary endpoint; defi ned as ≥2-point improvement from 
baseline in IGA scale for infl ammatory lesions of acne, and 
a score of 0 [clear] or 1 [almost clear]) at Week 12 vs 10.5% 
and 15.3% of patients with placebo, respectively (p<.0001 for 
study 1 and p =.0038 for study 2).

WHAT DO I SAY 
TO PATIENTS

WITH ACNE?FRUSTRATED 

With a demonstrated safety profi le1

EASY ON PATIENTS.
Convenient once-daily dosing,
with 3 weight-based strengths;
with or without food1

TOUGH ON ACNE.
Signifi cant infl ammatory lesion
count reduction at Week 12, and
as early as Week 31,*

SEYSARA®
I

INTRODUCING SEYSARA,
A NOVEL ORAL TETRACYCLINE
DEVELOPED SPECIFICALLY
FOR MODERATE TO SEVERE
ACNE PATIENTS AS YOUNG AS 9.1

For more information,
visit SEYSARA.com
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BRIEF SUMMARY OF FULL PRESCRIBING 
INFORMATION FOR SEYSARA® (sarecycline)

This brief summary does not include all the information 
needed to use SEYSARA safely and effectively. See 
full Prescribing Information for SEYSARA (sarecycline) 
tablets for oral use.

INDICATIONS AND USAGE
SEYSARA® (sarecycline) tablet, is indicated for the 
treatment of inflammatory lesions of non-nodular 
moderate to severe acne vulgaris in patients 9 years  
of age and older.

Limitations of Use: Efficacy of SEYSARA beyond 
12 weeks and safety beyond 12 months have not been 
established. SEYSARA has not been evaluated in the 
treatment of infections.

To reduce the development of drug-resistant bacteria 
as well as to maintain the effectiveness of other 
antibacterial drugs, SEYSARA should be used only as 
indicated [see Warnings and Precautions].

CONTRAINDICATIONS
SEYSARA is contraindicated in persons who have 
shown hypersensitivity to any of the tetracyclines.

WARNINGS AND PRECAUTIONS 
Teratogenic Effects
•  SEYSARA, like other tetracyclines, can cause fetal 

harm when administered to a pregnant woman. If 
SEYSARA is used during pregnancy or if the patient 
becomes pregnant while taking SEYSARA, the patient 
should be informed of the potential hazard to the 
fetus and treatment should be stopped immediately.

•  The use of drugs of the tetracycline-class during 
tooth development (second and third trimesters of 
pregnancy, infancy, and childhood up to the age of 
8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This adverse reaction is 
more common during long-term use of these drugs, 
but has been observed following repeated short-term 
courses. Enamel hypoplasia has also been reported.

•  All tetracyclines form a stable calcium complex in 
any bone-forming tissue. A decrease in fibula growth 
rate has been observed in premature human infants 
given oral tetracycline in doses of 25 mg/kg every 
6 hours. This reaction was shown to be reversible 
when the drug was discontinued. Results of animal 
studies indicate that tetracyclines cross the placenta, 
are found in fetal tissues, and can cause retardation 
of skeletal development on the developing fetus. 
Evidence of embryotoxicity has been noted in 
animals treated with SEYSARA during pregnancy  
in association with maternal toxicity [see Use in 
Specific Populations].

Clostridium difficile Associated Diarrhea (Antibiotic  
Associated Colitis)
Clostridium difficile associated diarrhea (CDAD) has 
been reported with nearly all antibacterial agents, and 
may range in severity from mild diarrhea to fatal colitis. 
Treatment with antibacterial agents alters the normal 
flora of the colon leading to potential overgrowth of  
C. difficile.

C. difficile produces toxins A and B which contribute 
to the development of CDAD. Hypertoxin producing 
strains of C. difficile cause increased morbidity and 
mortality, as these infections can be refractory to 
antimicrobial therapy and may require colectomy. 
CDAD must be considered in all patients who present 
with diarrhea following antibiotic use. Careful medical 
history is necessary since CDAD has been reported 
to occur over two months after the administration of 
antibacterial agents.

If CDAD is suspected or confirmed, ongoing 
antibiotic use not directed against C. difficile should 
be discontinued. Appropriate fluid and electrolyte 
management, protein supplementation, antibiotic 
treatment of C. difficile, and surgical evaluation should 
be instituted as clinically indicated.

Central Nervous System Effects
Central nervous system side effects including light-
headedness, dizziness or vertigo have been reported 
with tetracycline use. Patients who experience these 

symptoms should be cautioned about driving vehicles 
or using hazardous machinery. These symptoms may 
disappear during therapy and may disappear when the 
drug is discontinued.

Intracranial Hypertension
Intracranial hypertension in adults and adolescents 
has been associated with the use of tetracyclines. 
Clinical manifestations include headache, blurred vision 
and papilledema. Although signs and symptoms of 
intracranial hypertension resolve after discontinuation 
of treatment, the possibility for sequelae such as 
visual loss that may be permanent or severe exists. 
Women of childbearing age who are overweight have 
a greater risk for developing intracranial hypertension. 
Patients should be questioned for visual disturbances 
prior to initiation of treatment with tetracyclines. 
Concomitant use of isotretinoin and SEYSARA should 
be avoided because isotretinoin, a systemic retinoid, 
is also known to cause intracranial hypertension [see 
Drug Interactions]. If visual disturbance occurs during 
treatment, patients should be checked for papilledema.

Photosensitivity
Photosensitivity manifested by an exaggerated sunburn 
reaction has been observed in some individuals 
taking tetracyclines. Patients should minimize or avoid 
exposure to natural or artificial sunlight (tanning beds 
or UVA/B treatment) while using SEYSARA. If patients 
need to be outdoors while using SEYSARA, they should 
wear loose-fitting clothes that protect skin from sun 
exposure and discuss other sun protection measures 
with their physician.

Development of Drug Resistant Bacteria
Bacterial resistance to tetracyclines may develop in 
patients using SEYSARA. Because of the potential for 
drug-resistant bacteria to develop during the use of 
SEYSARA, it should only be used as indicated.

Superinfection/Potential for Microbial Overgrowth
As with other antibiotic preparations, use of SEYSARA 
may result in overgrowth of nonsusceptible organisms, 
including fungi. If superinfection occurs, SEYSARA should 
be discontinued and appropriate therapy instituted.

ADVERSE REACTIONS 
Clinical Trials Experience
Because clinical trials are conducted under widely 
varying conditions, adverse reaction rates observed in 
the clinical trials of a drug cannot be directly compared 
to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice.
A total of 1064 subjects and 1069 subjects with 
moderate to severe acne vulgaris were treated with 
SEYSARA and placebo, respectively, for 12 weeks in 3 
controlled clinical trials. The only adverse drug reaction 
that was reported in at least 1% of subjects was 
nausea, SEYSARA (3.1%) versus placebo (2.0%).
The following additional adverse drug reactions 
occurred in less than 1% of female SEYSARA subjects: 
vulvovaginal mycotic infection (0.8%) and vulvovaginal 
candidiasis (0.6%).

DRUG INTERACTIONS 
Effect of Other Drugs on SEYSARA
Oral Retinoids: Tetracyclines may cause increased 
intracranial pressure as do oral retinoids, including 
isotretinoin and acitretin [see Warnings and 
Precautions]. Avoid coadministration of SEYSARA with 
oral retinoids.
Antacids and Iron Preparations: Coadministration with 
antacids containing aluminum, calcium or magnesium, 
bismuth subsalicylate, and iron-containing preparations 
may impair absorption of SEYSARA, similar to other 
tetracyclines, which may decrease its efficacy. Separate 
dosing of SEYSARA from antacids containing aluminum, 
calcium or magnesium, bismuth subsalicylate, and iron-
containing preparations.

Effect of SEYSARA on Other Drugs
Penicillin: Similar to other tetracyclines, SEYSARA may 
interfere with the bactericidal action of penicillin. Avoid 
coadministration of SEYSARA with penicillin.
Anticoagulants: Similar to other tetracyclines, SEYSARA 
may depress plasma prothrombin activity, which may 
increase the risk of bleeding in patients who are on 

anticoagulant therapy. Decrease anticoagulant dosage 
when coadministered with SEYSARA as appropriate.

P-Glycoprotein (P-gp) Substrates: Concomitant use of 
SEYSARA may increase concentrations of concomitantly 
administered P-gp substrates (e.g. digoxin). Monitor 
for toxicities of drugs that are P-gp substrates and 
may require dosage reduction when given concurrently 
with SEYSARA.

Oral Hormonal Contraceptives: There is no clinically 
significant effect of SEYSARA on the efficacy of 
oral contraceptives containing ethinyl estradiol and 
norethindrone acetate.

USE IN SPECIFIC POPULATIONS 
Pregnancy
Risk Summary: SEYSARA, like tetracycline class drugs, 
may cause fetal harm, permanent discoloration of 
teeth, and reversible inhibition of bone growth when 
administered during pregnancy [see Warnings and 
Precautions and Use in Specific Populations]. The 
limited available human data are not sufficient to inform 
a drug-associated risk for birth defects or miscarriage. 
Tetracyclines are known to cross the placental barrier; 
therefore, SEYSARA may be transmitted from the 
mother to the developing fetus. In animal reproduction 
studies, sarecycline induced skeletal malformations 
in fetuses when orally administered to pregnant rats 
during the period of organogenesis at a dose 1.4 times 
the maximum recommended human dose (MRHD) of 
150 mg/day (based on AUC comparison). When dosing 
with sarecycline continued through the period of 
lactation, decreases in offspring survival, offspring body 
weight, and implantation sites and viable embryos in 
offspring females occurred at a dose 3 times the MRHD 
(based on AUC comparison). The potential risk to the 
fetus outweighs the potential benefit to the mother from 
SEYSARA use during pregnancy; therefore, pregnant 
patients should discontinue SEYSARA as soon as 
pregnancy is recognized.

All pregnancies have a background risk of birth defect, 
loss, or other adverse outcomes. The estimated 
background risk of major birth defects and miscarriage 
for the indicated population is unknown. In the U.S. 
general population, the estimated background risk 
of major birth defects and miscarriage in clinically 
recognized pregnancies is 2% to 4% and 15% to 
20%, respectively.

Lactation
Risk Summary: Tetracyclines are excreted in human 
milk. Because of the potential for serious adverse 
reactions on bone and tooth development in nursing 
infants from tetracycline-class antibiotics, advise a 
woman that breastfeeding is not recommended with 
SEYSARA therapy [see Warnings and Precautions].

Females and Males of Reproductive Potential
Infertility: Avoid using SEYSARA in males who are 
attempting to conceive a child. In a fertility study in rats, 
sarecycline adversely affected spermatogenesis when 
orally administered to male rats at a dose 8 times the 
MRHD (based on AUC comparison).

Pediatric Use
The safety and effectiveness of SEYSARA have been 
established in pediatric patients 9 years of age 
and older for the treatment of moderate to severe 
inflammatory lesions of non-nodular acne vulgaris.

Safety and effectiveness of SEYSARA in pediatric 
patients below the age of 9 years has not been 
established. Use of tetracycline-class antibiotics below 
the age of 8 is not recommended due to the potential 
for tooth discoloration [see Warnings and Precautions].

Geriatric Use
Clinical studies of SEYSARA did not include sufficient 
numbers of subjects aged 65 and over to determine 
whether they respond differently from younger subjects.

Distributed by: Almirall, LLC, Exton, PA 19341 USA  
© 2019 Almirall, LLC. All rights reserved. SEYSARA® is a 
registered trademark of Almirall, LLC. USSEY0311a 05-2019
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In August, Italian pharmaceutical com-
pany Cassiopea SpA submitted a New 
Drug Application to the FDA for market-
ing approval of clascoterone cream 1% for 

acne treatment. If approved, the topical androgen 
receptor inhibitor would be the � rst new mecha-
nism of action in acne in nearly four decades. 

Clascoterone 1% cream is in late stage develop-
ment for acne treatment and in a higher strength 
solution for androgenetic alopecia. Once applied 
to the skin’s surface, clascoterone penetrates the 
skin to reach the androgen receptors within the 
sebaceous glands and hair follicles, according to a 
Cassiopea news release announcing the New Drug 
Application on August 20, 2019.  

“Clascoterone is an exciting new drug, as it is 
based on a novel mechanism of action for a topical 
agent, targeting androgen receptors,” 
says Lawrence Eichen� eld, M.D., chief 

of Pediatric and 
Adolescent Der-
matology at Rady 
Children’s Hospi-
tal — San Diego, 
and a clascoterone 
1% cream study 
investigator. 

“The cream is designed as a small molecule to 
target the sebaceous gland. We know that andro-
gen receptors mediate dihydrotestosterone, which 
appears to be an important driver of acne.”

Clascoterone acts as a local, selective androgen 
inhibitor, limiting the acnegenic e� ects of andro-
gens on sebum production and inf lammation, 
according to Cassiopea SpA. 

Clascoterone quickly metabolizes to cortex-
olone, a naturally occurring metabolite found in 
human tissues, cells, blood and urine. Due to its 
rapid metabolism and local activity, clascoterone 
does not produce worrying systemic side e� ects, 
according to the company.

THE SCIENCE
In a phase 3 open label study of subjects looking 
at safety and e�  cacy of up to one year of clasco-
terone topical cream treatment for acne, research-
ers found no hormonal imbalance in the patients 
who applied the topical to both the face and trunk. 
More than 400 patients received clascoterone ther-
apy for at least 26 weeks and 119 subjects applied 
the topical for 52 weeks, total, according to the 
company press release.

In that study, about 18% of patients reported 
treatment-emergent adverse events, including 
the most frequently reported: nasopharyngitis 
and upper respiratory tract infection. Investi-
gators documented local skin reactions, includ-
ing redness and dryness in approximately 24% 
of patients faces. 

According to Martina Cartwright, 
Ph.D., senior director of medical 
a� airs at Cassiopea, “The incidence 
of new or worsening erythema was 
12.2% in those treated with clasco-
terone cream 1% versus 15.3% in 
vehicle, and new or worsening scal-
ing and dryness rates were 10.5% (in 
those treated with clascoterone cream) 
and 10.3% (in vehicle).”

Fifty-seven percent of patients achieved an 
Investigator Global Assessment (IGA) with at least 
a two-step improvement resulting in a 0, or clear, 
and 62% achieved 1, or almost clear, at week 52. 

Researchers, including Cassiopea SpA employ-
ees, found that when compared to the androgen 
receptor antagonist spironolactone, clascoterone 
was signi� cantly better at inhibiting in� ammatory 
cytokine synthesis from sebocytes, according to a 
study published May 2019 in the Journal of Drugs 
in Dermatology.

In an article published July 2019 in Cutis, 
author and dermatologist Leon Kircik, M.D., 
writes, “Recently approved sarecycline (a tetracy-

cline antibiotic) is 
the � rst new chem-
ical entity approved 
for acne in sev-
eral years. It might 
be followed in the 
coming years by 
other new actives, 
including clasco-
terone and canna-
bidiol (CBD).”

OPTIMAL USE
What remains to 
be seen is how clas-
coterone 1% cream 

will � t into acne treatment, according to Dr. 
Eichen� eld. 

“Clinical studies of new topical drugs are done 
as monotherapy…,” Dr. Eichen� eld tells Derma-
tology Times. “We will have to see if this is best as 
an alternative � rst line agent or along with topi-
cal retinoids, benzoyl peroxide, antibiotics (oral 
or topical) and other hormonal therapies. It could 
complement all of these therapies.” 

Clascoterone 1% cream could be good news 
for acne patients and the doctors who treat them, 
according to Dr. Eichen� eld. 

“If the medication adds signif icantly to 
clearing as compared to other medications or 
in addition to other medications, as expected 
from the trials, we will be very happy to have 
another tool in our box,” he says. “‘Acneologists 
have long known the importance of sebaceous 
glands and hormonal stimulation impact on acne 
pathogenesis.” 

Disclosure: 
Dr. Eichenfi eld has consulting and/or research ties to Allergan, Almirall, Cassio-
peia, Dr. Reddy, DS Laboratories, Galderma, LEO Pharma, Lilly, Novan, Otsuka 
Pharmaceutical Co., Pfi zer, Sanofi -Regeneron, Ortho Dermatologics/Valeant, 
and Vyome.

LISETTE HILTON | Sta�  Correspondent

Novel cream seeks approval
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Investigational topi-
cal is fi rst new mech-
anism of action in 
acne in nearly four 
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as a local, selective 
androgen inhibitor, 
limiting the acnege-
nic effects of andro-
gens on sebum 
production and 
infl ammation.
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I n addition to efficacy, physicians need to consider the neg-
ative implications for bacterial resistance and potential 
effects of medications on human microbiota when mak-
ing treatment choices, say the authors of a review pub-

lished in Future Microbiology.1 
Oral antibiotics are widely used to treat patients expe-

riencing inflammatory lesions in moderate-to-severe acne 
vulgaris, and the broad-spectrum tetracycline antibiotics, 
doxycycline and minocycline, are popular choices. How-
ever, they are associated with side effects including diar-
rhea and vaginal candidiasis as well as increased bacterial 
resistance. There are growing concerns about the overuse 
of antibiotics in the tetracycline family due to a surge in tet-
racycline-resistant organisms and the American Academy 
of Dermatology has urged physicians to be mindful when 
choosing antibiotics because of the growing threat of anti-
microbial resistance.

Another tetracycline, sarecycline, was approved last year 
by the U.S. Food and Drug Administration (FDA) for moder-
ate-to-severe acne vulgaris in patients aged 9 years of age and 
older. Sarecycline possesses anti-inflammatory properties and 
potent activity against Gram-positive bacteria, including activity 
against multiple strains of Cutibacterium acnes, while exhibiting 
minimal activity against enteric aerobic Gram-negative bacteria. 

While sarecycline demonstrated comparable efficacy to dox-
ycycline and tetracycline against C. acnes, macrolide resistant 
organisms, methicillin-susceptible and resistant isolates as well 
as Staphylococcus epidermidis, it had four- to eight-fold less activ-
ity against bacteria that are part of the normal human microbiota.2

It is believed that disruption of gastrointestinal tract micro-
biota associated with use of doxycycline and minocycline may 
contribute to the increased incidence of gastrointestinal side 
effects, diarrhea, intestinal and vaginal fungal overgrowth 
and vaginal candidiasis, particularly in patients receiving pro-
longed oral therapy. Multidrug-resistant Gram-negative infec-

tions are increasingly prevalent and a source of major morbid-
ity and mortality. 

“Doxycycline and minocycline exhibit a broader antibac-
terial activity spectrum, which may result in overgrowth of tet-
racycline-resistant organisms such as Candida albicans. The 
broad antibacterial spectrum can also negatively impact the 
human intestinal microbiota with potential impact on health,” 
explains lead author Angela Yen Moore, M.D., from Arlington 
Research Center, Arlington, Texas.

“Sarecycline’s narrow antibacterial spectrum may possi-
bly result in reduced dysbiosis of gut and vaginal flora, which 
can reduce adverse effects, such as diarrhea or vulvovaginal 
candidiasis. Moreover, sarecycline has shown low potential 
for inducing bacterial resistance,” she adds.

Tetracycline, doxycycline and minocycline also cross the 
blood–brain barrier, which may explain the potential side effects 
of pseudotumor cerebri, headaches and dizziness, whereas sare-
cycline is less likely to cross the blood–brain barrier.

Because no difference in bioavailability was observed when 
taken with food, sarecycline has FDA approval to be taken with 
or without food, without any warnings to avoid food, iron, ant-
acids or calcium supplements, unlike other antibiotics in the tet-
racycline family. Tetracyclines generally need to be taken with 
a full glass of water, either two hours after eating or two hours 
before eating because they bind with food and also easily with 
magnesium, aluminium, iron and calcium, which reduces their 
ability to be completely absorbed by the body.

Older tetracycline-class antibiotics have been linked to stain-
ing of permanent teeth in children,3 and, subsequently, tetracy-
cline antibiotics have been licensed for use only in children above 
the age of 8, when the period of odontogenosis ends.

Sarecycline is a viable treatment option for prepubertal chil-
dren, Dr. Moore says. 

“Newer-class tetracyclines, such as doxycycline, have lower 
calcium binding capacity in comparison with older tetracyclines. 

INGRID TORJESEN  | Staff Correspondent

Sarecycline acts 
against Gram-positive 
bacteria, but exhibits 

less activity against 
bacteria in the normal 

human microbiota.

It has shown 
significant effects on 

both inflammatory, 
noninflammatory 

acneiform lesions.

Sarecycline could 
be viable option for 

prepubertal children 
as it has lower calcium 

binding capacity.
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Newer tetracycline may 
limit bacterial resistance

“ Sarecycline’s narrow anti-bacterial spectrum may possibly result in  
reduced dysbiosis of gut and vaginal flora, which can reduce adverse  
effects such as diarrhea or vulvovaginal candidiasis.”  
Angela Yen Moore, M.D.,  Arlington Research Center, Arlington, Texas. 
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Multiple studies have been published showing 
that use of doxycycline before 8 years of age 
show no sign of permanent teeth staining.”

The e�cacy and safety pro�les of sarecy-
cline were evaluated in two identically designed, 
multicenter, double-blind, phase 3 studies 
involving 2,002 patients between the ages of 
9 and 45 years, with moderate-to-severe acne 
vulgaris.4 Patients were randomized to receive 
sarecycline at 1.5 mg/kg or placebo for 12 weeks  
and were assessed at three-week intervals.

Treatment success was de�ned as at least a 
two-grade improvement in IGA score. For facial 
lesions a signi�cantly greater proportion of sare-
cycline patients achieved this endpoint compared 
to those receiving placebo (21.9% and 22.6% 
versus 10.5% and 15.3%). Statistically signi�-
cant reductions in inflammatory lesions were 
observed by week three, and at week 12, there 
was a mean percentage reduction in in�amma-
tory lesions of (51.8% and 49.9% for sarecycline 
versus 35.1% and 35.4% with placebo).

Statistically signi�cant improvements were 
seen in both acne on the chest and the back at 
week 12 in patients taking sarecycline vs. those 
on placebo.

The most common adverse events noted 
in the trials were nausea, headache and vomit-
ing. Because of the known adverse events asso-
ciated with antibiotics in the tetracycline fam-
ily of antibiotics, certain adverse events were of 
interest. Compared with placebo, more vulvo-
vaginal candidiasis and vulvovaginal mycotic 
infections, nausea and sunburn were noted in 
the sarecycline group, but there was no increase 
in vomiting, diarrhea, esophagitis, dizziness, 
tinnitus, vertigo and pseudotumor cerebri.

“Sarecycline has significant effects on 
in�ammatory lesions, but it was also noted to 
show statistically signi�cant e�ect on non-in-
�ammatory acneiform lesions at certain time 
points,” Dr. Moore says. “Further investigation 
needs to be done on the exact e�ect of sarecy-
cline on non-in�ammatory lesions. However, 
a possible theory is that during early stages of 
comedone development, sarecycline, possi-
bly, has an anti-in�ammatory e�ect on early 
in�ammatory pathways.” �
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Being overweight may have a protective effect on 
whether adolescents develop acne, according to a 
new study of more than 600,400 Israeli youth. 

“In contrast to the common misconception 
among dermatologists and patients, we found that overweight 
and obesity are inversely associated with acne in a dose-de-
pendent matter,” says study author Igor Snast, M.D., a derma-
tologist at Rabin Medical Center, Beilinson Hospital, Petach 
Tikva, Israel.

Prior studies looking at adolescent body mass index (BMI) 
and acne have yielded con� icting results with some showing 
a greater likelihood of acne with increasing weight and others 
suggesting overweight and obesity have a protective e� ect when 
it comes to teenage acne. 

Often, the thinking has been that the more overweight the 
adolescent, the more likely it is that child will have acne. The 
Western diet has been implicated as not only a factor for obe-
sity but also with increasing acne prevalence. Physiologic fac-
tors, including the release of adipokine-driven in� ammatory 
cytokines has linked obesity to acne. 

Dr. Snast and colleagues analyzed a national database of 
299,163 males and 301,241 females, most about 18 years of 
age, who were in Israel’s Army service. 

According to World Health Organization BMI de� nitions 
of underweight, normal weight, overweight, obese and severely 
obese, the researchers found overweight youth were 20% less 
likely to have acne than normal weight adolescents. Obese ado-
lescents were 35% less likely and severely obese youth 50% less 
likely to have acne than normal weight teens. 

With each one-unit BMI increase, the odds of acne 
decreased by 3.2%, according to the study. 

Overall, 17% of adolescents studied had been diagnosed 
as having acne during Army service between 2002 and 2015. 
But the di� erences in acne prevalence by weight category were 
notable. For example, nearly 20% of underweight males had 
the diagnosis compared to nearly 14% of severely obese males. 

The authors note that underweight females but not under-
weight males had a slightly decreased acne adjusted odds ratio, 
which could be attributed to the e� ects of lean body weight and 
sex hormones on acne, but that’s not clear.

The researchers couldn’t conclude there is a causal relation-
ship between BMI and acne due to the study’s cross-sectional 
design. But they suggest that if there is a protective e� ect from 
excessive BMI, it could be due to “the increase in aromatase 
activity and peripheral conversion of androgens to estrogens 
induced by excessive adipose tissue.”

The � ndings imply that metabolically active adipose tis-
sue has a protective role in acne, but more studies are needed 
to validate the � ndings, the authors write. 

Rachna Bhandari, M.D., Ph.D., with Bucay Center for Der-
matology and Aesthetics in San Antonio, tells Dermatology 
Times she was surprised by the study’s � ndings. 

“We usually associate this condition as an in� ammatory 
process, and given how obesity is often linked with the con-
sumption of inf lammatory foods such as sugar, gluten and 
dairy, the thought is that there is surely a link,” Dr. Bhandari 
says. “Having said that, it does make sense that the estrogen 
production (from long-standing adipose tissue) may be inhibit-
ing sebum production, but that does not necessarily mean that 
consumption of high glycemic foods, regardless of a patient’s 
overweight or obesity status, may be triggering acne. I think I 
will continue my recommendation of avoidance of these foods 
and encourage a healthy lifestyle.”

The study suggest dermatologists shouldn’t look at BMI as 
a reason for a pediatric patient’s acne, according to Dr. Snast.

“Dermatologists should focus on other known factors that 
play a role in acne when counseling their patients (i.e. hormo-
nal in� uences, drugs and diet),” Dr. Snast tells Dermatology 
Times. 
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Fat may play a protective 
role in acne

“ ... it does make sense that ... estrogen production (from long-
standing adipose tissue) may be inhibiting sebum production.”

Rachna Bhandari, M.D., Ph.D, Bucay Center for Dermatology and Aesthetics, San Antonio
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P atients with rosacea appear to have a 
signi�cant increase in the risk of breast 
cancer when compared to those with-
out this skin condition, according to 

a new study.1 These sobering findings further 
underscore the still unfolding intricate relation-
ship between in�ammation and its e�ect on var-
ious disease processes including cancer, and can 
impact the patient consult in terms of behooving 
dermatologists to alert their rosacea patients of the 
importance of regular and more meticulous breast 
cancer screening exams. 

Rosacea is a chronic inf lammatory disease 
known to be associated with a variety of diseases, 
one of the common denominators of which is 
thought to be in�ammation. Although the exact 
pathophysiologic pathways remain unclear, many 
recent studies indicate that rosacea is related to 
an increased incidence of numerous chronic sys-
temic diseases including gastrointestinal disor-
ders, hypertension, cardiovascular disease, dys-
lipidemia and autoimmune diseases. Others have 
found that rosacea is associated with an increase in 
the risk of neurologic diseases including migraine, 
depression, anxiety, glioma and Parkinson’s dis-
ease. Rosacea’s relationship in the development of 
cancers has been less explored.

Hongfu Xie, M.D., and Yiya Zhang, M.D., and 
fellow colleagues from the department of dermatol-
ogy, Xiangya Hospital, Central South University, 
Changsha, China, conducted a recent study ana-
lyzing the relationship between rosacea and various 

cancers. Included in the study were a 
total of 7,548 patients with con�rmed 
internal malignancies and 8,340 can-
cer-free individuals, all participants 
18 years of age or older. Clinical char-
acteristics, personal history and lab-
oratory data were recorded when 
patients were diagnosed with rosacea. 

Data showed that rosacea 
affected women more than men in 
both the cancer (OR = 5.61; 95% 
Cl, 4.05-7.77; P < 0.05) and can-
cer-free groups (OR = 2.11; 95% 
Cl, 1.60-2.79; P < 0.05). After age 
and sex adjustment, the researchers 
found that rosacea patients had an 
increased risk of breast cancer  (OR 
= 5.0; 95% Cl, 4.02-6.2) and glioma 
(OR = 2.16; 95% Cl, 1.12-4.17), 
and the risk of hematologic tumors 
decreased (OR = 0.33; 95% Cl, 0.2-
0.55) when compared with individ-
uals without rosacea. 

“Accumulating epidemiological evidence 
suggests that chronic in�ammation is extremely 
important in tumor development and progres-
sion by immunosuppression. Continuous activa-
tion of in�ammation-related signaling pathways, 
recruitment of cytokines and chemokines (IL-1, 
IL-6, IL-8, CCL1, CCL2), and increased pro-
duction of ROS lead to massive immune cell in�l-
tration and neovascularization, thereby promot-

ing tumor microenvironment 
development. Thus, chronic 
in�ammatory stimuli, immune 
cell in�ltration and activation of 
angiogenesis involve pathophysi-
ological processes of rosacea and 
cancer, suggesting a possible 
link between the two diseases,” 
writes Hongfu Xie, M.D., and 
colleagues, in the study recently 
published in The Journal of 
Dermatology. 

Study data showed that of the 
190 female breast cancer patients 
with rosacea, 98.95% had ery-
thematotelangiectatic subtype or 
rosacea, 48.42% had chloasma 
and 76.31% of them were Fitz-
patrick skin type 3 and 4. In 
addition, breast cancer patients 
with rosacea had a higher prev-
alence of estrogen-receptor-pos-

itive status, lower HDLs and higher LDL levels 
than patients with breast cancer but no rosacea.

The researchers con�rmed that rosacea may 
be a manifestation of systemic disease on the skin; 
however, the precise underlying mechanisms 
remain elusive and require further exploration. �
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Rosacea, breast cancer  
possibly linked

“ Chronic inflammatory stimuli, immune cell infiltration and 
activation of angiogenesis involve pathophysiological pro-
cesses of rosacea and cancer, suggesting a possible link.” 

Hongfu Xie, M.D.,  Xiangya Hospital, Central South University, Changsha, China
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Skin Clearance Clinical Trial Data

• Most HUMIRA-treated patients with active PsA who presented with psoriatic skin involvement demonstrated 

proven skin clearance (PASI 75) at Week 24 and sustained this response rate at Week 481,3,4,†

Protection Against Further Joint Damage and Signs and Symptoms Clinical Trial Data

• Most HUMIRA-treated patients demonstrated proven and sustained protection against further joint damage 

(change in mean baseline mTSS) at Week 48. Additionally, many patients experienced proven improvement in 

signs and symptoms, as defi ned by ACR20, at Week 121,3,4,‡,§,II,¶

* Injection site pain immediately following injection as measured using a 0-10 cm Visual Analog Scale: 

HUMIRA 40 mg/0.4 mL vs HUMIRA 40 mg/0.8 mL.
† Patients enrolled in the clinical trial, who had a minimum of 3% body surface psoriatic skin involvement, were assessed for PASI 75; Week 48 data is 

based on an analysis from open label extension.

‡ ACR20 indicates an improvement of at least 20% in tender joint count, swollen joint count, and at least 3 of the other ACR parameters.

§ Modified total Sharp score (mTSS) measures narrowing, as well as radiographic changes specific to patients, including DIP joints, with a maximum score of 570.

II No radiographic progression defined as a change in modified total Sharp score (mTSS) of ≤0.5 from baseline.

¶Extrapolated analysis. For HUMIRA-treated patients who did not have an mTSS at Week 48, mTSS was imputed by linear extrapolation using the baseline and Week 24 scores. 

The mTSS was used by the reader blinded to treatment group to assess the radiographs.

Indication1

Psoriatic Arthritis: HUMIRA is indicated, alone or in combination with non-biologic DMARDs, for reducing signs and
symptoms, inhibiting the progression of structural damage, and improving physical function in adult patients with active
psoriatic arthritis.

Safety Considerations1

Serious Infections: Patients treated with HUMIRA are at increased risk for developing serious infections that may lead
to hospitalization or death. These infections include active tuberculosis (TB), reactivation of latent TB, invasive fungal
infections, and bacterial, viral, and other infections due to opportunistic pathogens. Most patients who developed
these infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.

Malignancies: Lymphoma, including a rare type of T-cell lymphoma, and other malignancies, some fatal, have been
reported in patients treated with TNF blockers, including HUMIRA.

Safety Considerations1 (cont’d)
Other Serious Adverse Reactions: Patients treated with HUMIRA also may be at risk for other serious adverse reactions, including
anaphylaxis, hepatitis B virus reactivation, demyelinating disease, cytopenias, pancytopenia, heart failure, and a lupus-like syndrome.

Please see additional Important Safety Information, including BOXED WARNING
on Serious Infections and Malignancy, on the third page of this advertisement.

Please see Brief Summary of full Prescribing Information
on the pages following this advertisement.

For adult patients with active psoriatic arthritis (PsA)
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IMPORTANT SAFETY INFORMATION for HUMIRA® (adalimumab)1

SERIOUS INFECTIONS
Patients treated with HUMIRA are at increased risk for developing serious 
infections that may lead to hospitalization or death. Most patients who 
developed these infections were taking concomitant immunosuppressants 
such as methotrexate or corticosteroids.
Discontinue HUMIRA if a patient develops a serious infection or sepsis.
Reported infections include:
• Active tuberculosis (TB), including reactivation of latent TB. Patients with 

TB have frequently presented with disseminated or extrapulmonary disease. 
Test patients for latent TB before HUMIRA use and during therapy. Initiate 
treatment for latent TB prior to HUMIRA use.

• Invasive fungal infections, including histoplasmosis, coccidioidomycosis, 
candidiasis, aspergillosis, blastomycosis, and pneumocystosis. Patients 
with histoplasmosis or other invasive fungal infections may present with 
disseminated, rather than localized, disease. Antigen and antibody testing 
for histoplasmosis may be negative in some patients with active infection. 
Consider empiric anti-fungal therapy in patients at risk for invasive fungal 
infections who develop severe systemic illness.

• Bacterial, viral, and other infections due to opportunistic pathogens, 
including Legionella and Listeria.

Carefully consider the risks and benefits of treatment with HUMIRA prior 
to initiating therapy in patients: 1. with chronic or recurrent infection, 
2. who have been exposed to TB, 3. with a history of opportunistic infection, 
4. who resided in or traveled in regions where mycoses are endemic, 5. with 
underlying conditions that may predispose them to infection. Monitor patients 
closely for the development of signs and symptoms of infection during and 
after treatment with HUMIRA, including the possible development of TB in 
patients who tested negative for latent TB infection prior to initiating therapy.
• Do not start HUMIRA during an active infection, including localized infections.
• Patients older than 65 years, patients with co-morbid conditions, and/or patients 

taking concomitant immunosuppressants may be at greater risk of infection.
• If an infection develops, monitor carefully and initiate appropriate therapy.
• Drug interactions with biologic products: A higher rate of serious infections has 

been observed in RA patients treated with rituximab who received subsequent 
treatment with a TNF blocker. An increased risk of serious infections has been 
seen with the combination of TNF blockers with anakinra or abatacept, with no 
demonstrated added benefit in patients with RA. Concomitant administration of 
HUMIRA with other biologic DMARDs (e.g., anakinra or abatacept) or other TNF 
blockers is not recommended based on the possible increased risk for infections 
and other potential pharmacological interactions.

MALIGNANCY
Lymphoma and other malignancies, some fatal, have been reported in children 
and adolescent patients treated with TNF blockers, including HUMIRA. 
Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type 
of T-cell lymphoma, have been reported in patients treated with TNF blockers, 
including HUMIRA. These cases have had a very aggressive disease course 
and have been fatal. The majority of reported TNF blocker cases have occurred 
in patients with Crohn’s disease or ulcerative colitis and the majority were in 
adolescent and young adult males. Almost all of these patients had received 
treatment with azathioprine or 6-mercaptopurine concomitantly with a TNF 
blocker at or prior to diagnosis. It is uncertain whether the occurrence of 
HSTCL is related to use of a TNF blocker or a TNF blocker in combination 
with these other immunosuppressants.
• Consider the risks and benefits of HUMIRA treatment prior to initiating or 

continuing therapy in a patient with known malignancy.
• In clinical trials, more cases of malignancies were observed among HUMIRA-

treated patients compared to control patients.
• Non-melanoma skin cancer (NMSC) was reported during clinical trials for HUMIRA-

treated patients. Examine all patients, particularly those with a history of prolonged 
immunosuppressant or PUVA therapy, for the presence of NMSC prior to and 
during treatment with HUMIRA.

• In HUMIRA clinical trials, there was an approximate 3-fold higher rate of lymphoma 
than expected in the general U.S. population. Patients with chronic inflammatory 
diseases, particularly those with highly active disease and/or chronic exposure to 
immunosuppressant therapies, may be at higher risk of lymphoma than the general 
population, even in the absence of TNF blockers.

• Postmarketing cases of acute and chronic leukemia were reported with TNF blocker 
use. Approximately half of the postmarketing cases of malignancies in children, 
adolescents, and young adults receiving TNF blockers were lymphomas; other cases 
included rare malignancies associated with immunosuppression and malignancies 
not usually observed in children and adolescents.

HYPERSENSITIVITY
• Anaphylaxis and angioneurotic edema have been reported following HUMIRA 

administration. If a serious allergic reaction occurs, stop HUMIRA and institute 
appropriate therapy.

HEPATITIS B VIRUS REACTIVATION
• Use of TNF blockers, including HUMIRA, may increase the risk of reactivation 

of hepatitis B virus (HBV) in patients who are chronic carriers. Some cases 
have been fatal.

• Evaluate patients at risk for HBV infection for prior evidence of HBV infection 
before initiating TNF blocker therapy.

• Exercise caution in patients who are carriers of HBV and monitor them during 
and after HUMIRA treatment.

• Discontinue HUMIRA and begin antiviral therapy in patients who develop HBV 
reactivation. Exercise caution when resuming HUMIRA after HBV treatment.

NEUROLOGIC REACTIONS
• TNF blockers, including HUMIRA, have been associated with rare cases of new 

onset or exacerbation of central nervous system and peripheral demyelinating 
diseases, including multiple sclerosis, optic neuritis, and Guillain-Barré syndrome.

• Exercise caution when considering HUMIRA for patients with these disorders; 
discontinuation of HUMIRA should be considered if any of these disorders develop.

• There is a known association between intermediate uveitis and central 
demyelinating disorders.

HEMATOLOGIC REACTIONS
• Rare reports of pancytopenia, including aplastic anemia, have been reported 

with TNF blockers. Medically significant cytopenia has been infrequently 
reported with HUMIRA.

• Consider stopping HUMIRA if significant hematologic abnormalities occur.

CONGESTIVE HEART FAILURE
• Worsening and new onset congestive heart failure (CHF) has been reported 

with TNF blockers. Cases of worsening CHF have been observed with HUMIRA; 
exercise caution and monitor carefully.

AUTOIMMUNITY
• Treatment with HUMIRA may result in the formation of autoantibodies and, 

rarely, in development of a lupus-like syndrome. Discontinue treatment if 
symptoms of a lupus-like syndrome develop.

IMMUNIZATIONS
• Patients on HUMIRA should not receive live vaccines.
• Pediatric patients, if possible, should be brought up to date with all 

immunizations before initiating HUMIRA therapy.
• Adalimumab is actively transferred across the placenta during the third 

trimester of pregnancy and may affect immune response in the in utero 
exposed infant. The safety of administering live or live-attenuated vaccines in 
infants exposed to HUMIRA in utero is unknown. Risks and benefits should be 
considered prior to vaccinating (live or live-attenuated) exposed infants.

ADVERSE REACTIONS
• The most common adverse reactions in HUMIRA clinical trials (>10%) were: infections 

(e.g., upper respiratory, sinusitis), injection site reactions, headache, and rash.

References: 1. HUMIRA Injection [package insert]. North Chicago, IL: AbbVie Inc. 2. Singh J, Guyatt G, 
Ogdie A, et al. 2018 American College of Rheumatology/National Psoriasis Foundation Guideline for the 
Treatment of Psoriatic Arthritis. Arthritis Rheum. 2018;0:1-28. 3. Mease PJ, Gladman DD, Ritchlin CT, et 
al; for the Adalimumab Effectiveness in Psoriatic Arthritis Trial Study Group. Adalimumab for the 
treatment of patients with moderately to severely active psoriatic arthritis: results of a double-blind, 
randomized, placebo-controlled trial. Arthritis Rheum. 2005;52(10):3279-3289. 4. Gladman DD, 
Mease PJ, Ritchlin CT, et al. Adalimumab for long-term treatment of psoriatic arthritis: forty-eight week 
data from the adalimumab effectiveness in psoriatic arthritis trial. Arthritis Rheum. 2007;56(2):476-488. 
5. Nash P, Vanhoof J, Hall S, et al. Randomized crossover comparison of injection site pain with 
40 mg/0.4 or 0.8 mL formulations of adalimumab in patients with rheumatoid arthritis. Rheumatol Ther. 
2016;3(2):257-270.
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WARNING: SERIOUS INFECTIONS AND MALIGNANCY

SERIOUS INFECTIONS

Patients treated with HUMIRA are at increased risk for developing serious infections that may lead 
to hospitalization or death [see Warnings and Precautions]. Most patients who developed these 
infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.

Discontinue HUMIRA if a patient develops a serious infection or sepsis.

Reported infections include:

• Active tuberculosis (TB), including reactivation of latent TB. Patients with TB have frequently 
presented with disseminated or extrapulmonary disease. Test patients for latent TB before 
HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA use.

• Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis, 
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or other 
invasive fungal infections may present with disseminated, rather than localized, disease. 
Antigen and antibody testing for histoplasmosis may be negative in some patients with active 
infection. Consider empiric anti-fungal therapy in patients at risk for invasive fungal infections 
who develop severe systemic illness.

• Bacterial, viral and other infections due to opportunistic pathogens, including Legionella and 
Listeria.

Carefully consider the risks and bene�ts of treatment with HUMIRA prior to initiating therapy in 
patients with chronic or recurrent infection.

Monitor patients closely for the development of signs and symptoms of infection during and after 
treatment with HUMIRA, including the possible development of TB in patients who tested negative 
for latent TB infection prior to initiating therapy [see Warnings and Precautions and Adverse 
Reactions].

MALIGNANCY

Lymphoma and other malignancies, some fatal, have been reported in children and adolescent 
patients treated with TNF blockers including HUMIRA [see Warnings and Precautions]. Post-
marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have 
been reported in patients treated with TNF blockers including HUMIRA. These cases have had a very 
aggressive disease course and have been fatal. The majority of reported TNF blocker cases have 
occurred in patients with Crohn’s disease or ulcerative colitis and the majority were in adolescent 
and young adult males. Almost all these patients had received treatment with azathioprine or 
6-mercaptopurine (6–MP) concomitantly with a TNF blocker at or prior to diagnosis. It is uncertain 
whether the occurrence of HSTCL is related to use of a TNF blocker or a TNF blocker in combination 
with these other immunosuppressants [see Warnings and Precautions].

INDICATIONS AND USAGE

Rheumatoid Arthritis

HUMIRA is indicated for reducing signs and symptoms, inducing major clinical response, inhibiting the 
progression of structural damage, and improving physical function in adult patients with moderately to severely 
active rheumatoid arthritis. HUMIRA can be used alone or in combination with methotrexate or other non-
biologic disease-modifying anti-rheumatic drugs (DMARDs). 

Juvenile Idiopathic Arthritis

HUMIRA is indicated for reducing signs and symptoms of moderately to severely active polyarticular juvenile 
idiopathic arthritis in patients 2 years of age and older. HUMIRA can be used alone or in combination with 
methotrexate. 

Psoriatic Arthritis

HUMIRA is indicated for reducing signs and symptoms, inhibiting the progression of structural damage, and 
improving physical function in adult patients with active psoriatic arthritis. HUMIRA can be used alone or in 
combination with non-biologic DMARDs. 

Ankylosing Spondylitis

HUMIRA is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis. 

Adult Crohn’s Disease

HUMIRA is indicated for reducing signs and symptoms and inducing and maintaining clinical remission in 
adult patients with moderately to severely active Crohn’s disease who have had an inadequate response to 
conventional therapy. HUMIRA is indicated for reducing signs and symptoms and inducing clinical remission in 
these patients if they have also lost response to or are intolerant to in�iximab. 

Pediatric Crohn’s Disease

HUMIRA is indicated for reducing signs and symptoms and inducing and maintaining clinical remission in 
pediatric patients 6 years of age and older with moderately to severely active Crohn’s disease who have had 
an inadequate response to corticosteroids or immunomodulators such as azathioprine, 6-mercaptopurine, or 
methotrexate. 

Ulcerative Colitis 

HUMIRA is indicated for inducing and sustaining clinical remission in adult patients with moderately to severely 
active ulcerative colitis who have had an inadequate response to immunosuppressants such as corticosteroids, 
azathioprine or 6-mercaptopurine (6-MP). The effectiveness of HUMIRA has not been established in patients 
who have lost response to or were intolerant to TNF blockers. 

Plaque Psoriasis

HUMIRA is indicated for the treatment of adult patients with moderate to severe chronic plaque psoriasis who 
are candidates for systemic therapy or phototherapy, and when other systemic therapies are medically less 
appropriate. HUMIRA should only be administered to patients who will be closely monitored and have regular 
follow-up visits with a physician [see Boxed Warning and Warnings and Precautions]. 

Hidradenitis Suppurativa

HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of 
age and older. 

Uveitis

HUMIRA is indicated for the treatment of non-infectious intermediate, posterior, and panuveitis in adults and 
pediatric patients 2 years of age and older. 

CONTRAINDICATIONS

None. 

WARNINGS AND PRECAUTIONS 

Serious Infections

Patients treated with HUMIRA are at increased risk for developing serious infections involving various organ 
systems and sites that may lead to hospitalization or death [see Boxed Warning]. Opportunistic infections 
due to bacterial, mycobacterial, invasive fungal, viral, parasitic, or other opportunistic pathogens including 
aspergillosis, blastomycosis, candidiasis, coccidioidomycosis, histoplasmosis, legionellosis, listeriosis, 
pneumocystosis and tuberculosis have been reported with TNF blockers. Patients have frequently presented 
with disseminated rather than localized disease. 

The concomitant use of a TNF blocker and abatacept or anakinra was associated with a higher risk of serious 
infections in patients with rheumatoid arthritis (RA); therefore, the concomitant use of HUMIRA and these 
biologic products is not recommended in the treatment of patients with RA [see Warnings and Precautions and 

Drug Interactions]. 

Treatment with HUMIRA should not be initiated in patients with an active infection, including localized 
infections. Patients greater than 65 years of age, patients with co-morbid conditions and/or patients taking 
concomitant immunosuppressants (such as corticosteroids or methotrexate), may be at greater risk of 
infection. Consider the risks and bene�ts of treatment prior to initiating therapy in patients: 

• with chronic or recurrent infection;

• who have been exposed to tuberculosis;

• with a history of an opportunistic infection;

• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as 
histoplasmosis, coccidioidomycosis, or blastomycosis; or 

• with underlying conditions that may predispose them to infection.

Tuberculosis

Cases of reactivation of tuberculosis and new onset tuberculosis infections have been reported in patients 
receiving HUMIRA, including patients who have previously received treatment for latent or active tuberculosis. 
Reports included cases of pulmonary and extrapulmonary (i.e., disseminated) tuberculosis. Evaluate patients 
for tuberculosis risk factors and test for latent infection prior to initiating HUMIRA and periodically during 
therapy. 

Treatment of latent tuberculosis infection prior to therapy with TNF blocking agents has been shown to reduce 
the risk of tuberculosis reactivation during therapy. Prior to initiating HUMIRA, assess if treatment for latent 
tuberculosis is needed; and consider an induration of ≥ 5 mm a positive tuberculin skin test result, even for 
patients previously vaccinated with Bacille Calmette-Guerin (BCG). 

Consider anti-tuberculosis therapy prior to initiation of HUMIRA in patients with a past history of latent or active 
tuberculosis in whom an adequate course of treatment cannot be con�rmed, and for patients with a negative 
test for latent tuberculosis but having risk factors for tuberculosis infection. Despite prophylactic treatment for 
tuberculosis, cases of reactivated tuberculosis have occurred in patients treated with HUMIRA. Consultation 
with a physician with expertise in the treatment of tuberculosis is recommended to aid in the decision whether 
initiating anti-tuberculosis therapy is appropriate for an individual patient. 

Strongly consider tuberculosis in the differential diagnosis in patients who develop a new infection during 
HUMIRA treatment, especially in patients who have previously or recently traveled to countries with a high 
prevalence of tuberculosis, or who have had close contact with a person with active tuberculosis. 

Monitoring

Closely monitor patients for the development of signs and symptoms of infection during and after treatment 
with HUMIRA, including the development of tuberculosis in patients who tested negative for latent tuberculosis 
infection prior to initiating therapy. Tests for latent tuberculosis infection may also be falsely negative while on 
therapy with HUMIRA. 

Discontinue HUMIRA if a patient develops a serious infection or sepsis. For a patient who develops a new 
infection during treatment with HUMIRA, closely monitor them, perform a prompt and complete diagnostic 
workup appropriate for an immunocompromised patient, and initiate appropriate antimicrobial therapy. 

Invasive Fungal Infections

If patients develop a serious systemic illness and they reside or travel in regions where mycoses are endemic, 
consider invasive fungal infection in the differential diagnosis. Antigen and antibody testing for histoplasmosis 
may be negative in some patients with active infection. Consider appropriate empiric antifungal therapy, taking 
into account both the risk for severe fungal infection and the risks of antifungal therapy, while a diagnostic 
workup is being performed. To aid in the management of such patients, consider consultation with a physician 
with expertise in the diagnosis and treatment of invasive fungal infections. 

Malignancies

Consider the risks and bene�ts of TNF-blocker treatment including HUMIRA prior to initiating therapy in 
patients with a known malignancy other than a successfully treated non-melanoma skin cancer (NMSC) or 
when considering continuing a TNF blocker in patients who develop a malignancy. 

Malignancies in Adults

In the controlled portions of clinical trials of some TNF-blockers, including HUMIRA, more cases of 
malignancies have been observed among TNF-blocker-treated adult patients compared to control-treated adult 
patients. During the controlled portions of 39 global HUMIRA clinical trials in adult patients with rheumatoid 
arthritis (RA), psoriatic arthritis (PsA), ankylosing spondylitis (AS), Crohn’s disease (CD), ulcerative colitis (UC), 
plaque psoriasis (Ps), hidradenitis suppurativa (HS) and uveitis (UV), malignancies, other than non-melanoma 
(basal cell and squamous cell) skin cancer, were observed at a rate (95% con�dence interval) of 0.7 (0.48, 
1.03) per 100 patient-years among 7973 HUMIRA-treated patients versus a rate of 0.7 (0.41, 1.17) per 100 
patient-years among 4848 control-treated patients (median duration of treatment of 4 months for HUMIRA-
treated patients and 4 months for control-treated patients). In 52 global controlled and uncontrolled clinical 
trials of HUMIRA in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV, the most frequently observed 
malignancies, other than lymphoma and NMSC, were breast, colon, prostate, lung, and melanoma. The 
malignancies in HUMIRA-treated patients in the controlled and uncontrolled portions of the studies were similar 
in type and number to what would be expected in the general U.S. population according to the SEER database 
(adjusted for age, gender, and race). 

In controlled trials of other TNF blockers in adult patients at higher risk for malignancies (i.e., patients 
with COPD with a signi�cant smoking history and cyclophosphamide-treated patients with Wegener’s 
granulomatosis), a greater portion of malignancies occurred in the TNF blocker group compared to the control 
group. 

Non-Melanoma Skin Cancer

During the controlled portions of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, 
Ps, HS and UV, the rate (95% con�dence interval) of NMSC was 0.8 (0.52, 1.09) per 100 patient-years among 
HUMIRA-treated patients and 0.2 (0.10, 0.59) per 100 patient-years among control-treated patients. Examine 
all patients, and in particular patients with a medical history of prior prolonged immunosuppressant therapy 
or psoriasis patients with a history of PUVA treatment for the presence of NMSC prior to and during treatment 
with HUMIRA. 

Lymphoma and Leukemia

In the controlled portions of clinical trials of all the TNF-blockers in adults, more cases of lymphoma have been 
observed among TNF-blocker-treated patients compared to control-treated patients. In the controlled portions 
of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV, 2 lymphomas 
occurred among 7973 HUMIRA-treated patients versus 1 among 4848 control-treated patients. In 52 global 
controlled and uncontrolled clinical trials of HUMIRA in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV 
with a median duration of approximately 0.7 years, including 24,605 patients and over 40,215 patient-years of 
HUMIRA, the observed rate of lymphomas was approximately 0.11 per 100 patient-years. This is approximately 
3-fold higher than expected in the general U.S. population according to the SEER database (adjusted for age, 
gender, and race). Rates of lymphoma in clinical trials of HUMIRA cannot be compared to rates of lymphoma 
in clinical trials of other TNF blockers and may not predict the rates observed in a broader patient population. 
Patients with RA and other chronic in�ammatory diseases, particularly those with highly active disease  
and/or chronic exposure to immunosuppressant therapies, may be at a higher risk (up to several fold) than the 
general population for the development of lymphoma, even in the absence of TNF blockers. Post-marketing 
cases of acute and chronic leukemia have been reported in association with TNF-blocker use in RA and 
other indications. Even in the absence of TNF-blocker therapy, patients with RA may be at a higher risk 
(approximately 2-fold) than the general population for the development of leukemia. 

Malignancies in Pediatric Patients and Young Adults

Malignancies, some fatal, have been reported among children, adolescents, and young adults who received 
treatment with TNF-blockers (initiation of therapy ≤ 18 years of age), of which HUMIRA is a member [see 

Boxed Warning]. Approximately half the cases were lymphomas, including Hodgkin’s and non-Hodgkin’s 
lymphoma. The other cases represented a variety of different malignancies and included rare malignancies 
usually associated with immunosuppression and malignancies that are not usually observed in children and 
adolescents. The malignancies occurred after a median of 30 months of therapy (range 1 to 84 months). Most 
of the patients were receiving concomitant immunosuppressants. These cases were reported post-marketing 
and are derived from a variety of sources including registries and spontaneous postmarketing reports. 

Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been 
reported in patients treated with TNF blockers including HUMIRA [see Boxed Warning]. These cases have 
had a very aggressive disease course and have been fatal. The majority of reported TNF blocker cases have 
occurred in patients with Crohn’s disease or ulcerative colitis and the majority were in adolescent and young 
adult males. Almost all of these patients had received treatment with the immunosuppressants azathioprine 
or 6-mercaptopurine (6–MP) concomitantly with a TNF blocker at or prior to diagnosis. It is uncertain whether 
the occurrence of HSTCL is related to use of a TNF blocker or a TNF blocker in combination with these other 
immunosuppressants. The potential risk with the combination of azathioprine or 6-mercaptopurine and 
HUMIRA should be carefully considered. 

Hypersensitivity Reactions

Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If an anaphylactic 
or other serious allergic reaction occurs, immediately discontinue administration of HUMIRA and institute 
appropriate therapy. In clinical trials of HUMIRA in adults, allergic reactions (e.g., allergic rash, anaphylactoid 
reaction, �xed drug reaction, non-speci�ed drug reaction, urticaria) have been observed. 

Hepatitis B Virus Reactivation

Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) in 
patients who are chronic carriers of this virus. In some instances, HBV reactivation occurring in conjunction 
with TNF blocker therapy has been fatal. The majority of these reports have occurred in patients concomitantly 
receiving other medications that suppress the immune system, which may also contribute to HBV reactivation. 
Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF blocker 
therapy. Exercise caution in prescribing TNF blockers for patients identi�ed as carriers of HBV. Adequate data 
are not available on the safety or ef�cacy of treating patients who are carriers of HBV with anti-viral therapy 
in conjunction with TNF blocker therapy to prevent HBV reactivation. For patients who are carriers of HBV and 
require treatment with TNF blockers, closely monitor such patients for clinical and laboratory signs of active 
HBV infection throughout therapy and for several months following termination of therapy. In patients who 
develop HBV reactivation, stop HUMIRA and initiate effective anti-viral therapy with appropriate supportive 
treatment. The safety of resuming TNF blocker therapy after HBV reactivation is controlled is not known. 
Therefore, exercise caution when considering resumption of HUMIRA therapy in this situation and monitor 
patients closely. 

Neurologic Reactions

Use of TNF blocking agents, including HUMIRA, has been associated with rare cases of new onset or 
exacerbation of clinical symptoms and/or radiographic evidence of central nervous system demyelinating 
disease, including multiple sclerosis (MS) and optic neuritis, and peripheral demyelinating disease, including 
Guillain-Barré syndrome. Exercise caution in considering the use of HUMIRA in patients with preexisting or 
recent-onset central or peripheral nervous system demyelinating disorders; discontinuation of HUMIRA should 
be considered if any of these disorders develop. There is a known association between intermediate uveitis 
and central demyelinating disorders. 

Hematological Reactions

Rare reports of pancytopenia including aplastic anemia have been reported with TNF blocking agents. Adverse 
reactions of the hematologic system, including medically signi�cant cytopenia (e.g., thrombocytopenia, 
leukopenia) have been infrequently reported with HUMIRA. The causal relationship of these reports to HUMIRA 
remains unclear. Advise all patients to seek immediate medical attention if they develop signs and symptoms 
suggestive of blood dyscrasias or infection (e.g., persistent fever, bruising, bleeding, pallor) while on HUMIRA. 
Consider discontinuation of HUMIRA therapy in patients with con�rmed signi�cant hematologic abnormalities. 

Use with Anakinra

Concurrent use of anakinra (an interleukin-1 antagonist) and another TNF-blocker, was associated with a 
greater proportion of serious infections and neutropenia and no added bene�t compared with the TNF-blocker 
alone in patients with RA. Therefore, the combination of HUMIRA and anakinra is not recommended [see Drug 

Interactions]. 

Heart Failure

Cases of worsening congestive heart failure (CHF) and new onset CHF have been reported with TNF blockers. 
Cases of worsening CHF have also been observed with HUMIRA. HUMIRA has not been formally studied in 
patients with CHF; however, in clinical trials of another TNF blocker, a higher rate of serious CHF-related 
adverse reactions was observed. Exercise caution when using HUMIRA in patients who have heart failure and 
monitor them carefully. 

Autoimmunity

Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in the development of a 
lupus-like syndrome. If a patient develops symptoms suggestive of a lupus-like syndrome following treatment 
with HUMIRA, discontinue treatment [see Adverse Reactions].

Immunizations

In a placebo-controlled clinical trial of patients with RA, no difference was detected in anti-pneumococcal 
antibody response between HUMIRA and placebo treatment groups when the pneumococcal polysaccharide 
vaccine and in�uenza vaccine were administered concurrently with HUMIRA. Similar proportions of patients 
developed protective levels of anti-in�uenza antibodies between HUMIRA and placebo treatment groups; 
however, titers in aggregate to in�uenza antigens were moderately lower in patients receiving HUMIRA. The 
clinical signi�cance of this is unknown. Patients on HUMIRA may receive concurrent vaccinations, except for 

live vaccines. No data are available on the secondary transmission of infection by live vaccines in patients 
receiving HUMIRA. 

It is recommended that pediatric patients, if possible, be brought up to date with all immunizations in 
agreement with current immunization guidelines prior to initiating HUMIRA therapy. Patients on HUMIRA may 
receive concurrent vaccinations, except for live vaccines. 

The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in utero is unknown. 
Risks and bene�ts should be considered prior to vaccinating (live or live-attenuated) exposed infants [see Use 

in Speci�c Populations]. 

Use with Abatacept

In controlled trials, the concurrent administration of TNF-blockers and abatacept was associated with a greater 
proportion of serious infections than the use of a TNF-blocker alone; the combination therapy, compared 
to the use of a TNF-blocker alone, has not demonstrated improved clinical bene�t in the treatment of RA. 
Therefore, the combination of abatacept with TNF-blockers including HUMIRA is not recommended [see Drug 

Interactions]. 

ADVERSE REACTIONS

The most serious adverse reactions described elsewhere in the labeling include the following: 

• Serious Infections [see Warnings and Precautions]

• Malignancies [see Warnings and Precautions]

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 
re�ect the rates observed in practice. 

The most common adverse reaction with HUMIRA was injection site reactions. In placebo-controlled trials, 20% 
of patients treated with HUMIRA developed injection site reactions (erythema and/or itching, hemorrhage, pain 
or swelling), compared to 14% of patients receiving placebo. Most injection site reactions were described as 
mild and generally did not necessitate drug discontinuation. 

The proportion of patients who discontinued treatment due to adverse reactions during the double-blind, 
placebo-controlled portion of studies in patients with RA (i.e., Studies RA-I, RA-II, RA-III and RA-IV) was 7% for 
patients taking HUMIRA and 4% for placebo-treated patients. The most common adverse reactions leading to 
discontinuation of HUMIRA in these RA studies were clinical �are reaction (0.7%), rash (0.3%) and pneumonia 
(0.3%). 

Infections

In the controlled portions of the 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, 
Ps, HS and UV, the rate of serious infections was 4.3 per 100 patient-years in 7973 HUMIRA-treated patients 
versus a rate of 2.9 per 100 patient-years in 4848 control-treated patients. Serious infections observed 
included pneumonia, septic arthritis, prosthetic and post-surgical infections, erysipelas, cellulitis, diverticulitis, 
and pyelonephritis [see Warnings and Precautions].

Tuberculosis and Opportunistic Infections

In 52 global controlled and uncontrolled clinical trials in RA, PsA, AS, CD, UC, Ps, HS and UV that included 
24,605 HUMIRA-treated patients, the rate of reported active tuberculosis was 0.20 per 100 patient-years 
and the rate of positive PPD conversion was 0.09 per 100 patient-years. In a subgroup of 10,113 U.S. and 
Canadian HUMIRA-treated patients, the rate of reported active TB was 0.05 per 100 patient-years and the rate 
of positive PPD conversion was 0.07 per 100 patient-years. These trials included reports of miliary, lymphatic, 
peritoneal, and pulmonary TB. Most of the TB cases occurred within the �rst eight months after initiation 
of therapy and may re�ect recrudescence of latent disease. In these global clinical trials, cases of serious 
opportunistic infections have been reported at an overall rate of 0.05 per 100 patient-years. Some cases of 
serious opportunistic infections and TB have been fatal [see Warnings and Precautions]. 

Autoantibodies

In the rheumatoid arthritis controlled trials, 12% of patients treated with HUMIRA and 7% of placebo-treated 
patients that had negative baseline ANA titers developed positive titers at week 24. Two patients out of 3046 
treated with HUMIRA developed clinical signs suggestive of new-onset lupus-like syndrome. The patients 
improved following discontinuation of therapy. No patients developed lupus nephritis or central nervous system 
symptoms. The impact of long-term treatment with HUMIRA on the development of autoimmune diseases is 
unknown. 

Liver Enzyme Elevations 

There have been reports of severe hepatic reactions including acute liver failure in patients receiving TNF-
blockers. In controlled Phase 3 trials of HUMIRA (40 mg SC every other week) in patients with RA, PsA, and 
AS with control period duration ranging from 4 to 104 weeks, ALT elevations ≥ 3 x ULN occurred in 3.5% of 
HUMIRA-treated patients and 1.5% of control-treated patients. Since many of these patients in these trials 
were also taking medications that cause liver enzyme elevations (e.g., NSAIDS, MTX), the relationship between 
HUMIRA and the liver enzyme elevations is not clear. In a controlled Phase 3 trial of HUMIRA in patients with 
polyarticular JIA who were 4 to 17 years, ALT elevations ≥ 3 x ULN occurred in 4.4% of HUMIRA-treated 
patients and 1.5% of control-treated patients (ALT more common than AST); liver enzyme test elevations were 
more frequent among those treated with the combination of HUMIRA and MTX than those treated with HUMIRA 
alone. In general, these elevations did not lead to discontinuation of HUMIRA treatment. No ALT elevations  
≥ 3 x ULN occurred in the open-label study of HUMIRA in patients with polyarticular JIA who were 2 to  
<4 years. 

In controlled Phase 3 trials of HUMIRA (initial doses of 160 mg and 80 mg, or 80 mg and 40 mg on Days 1  
and 15, respectively, followed by 40 mg every other week) in adult patients with CD with a control period 
duration ranging from 4 to 52 weeks, ALT elevations ≥ 3 x ULN occurred in 0.9% of HUMIRA-treated patients 
and 0.9% of control-treated patients. In the Phase 3 trial of HUMIRA in pediatric patients with Crohn’s disease 
which evaluated ef�cacy and safety of two body weight based maintenance dose regimens following body 
weight based induction therapy up to 52 weeks of treatment, ALT elevations ≥ 3 x ULN occurred in 2.6% 
(5/192) of patients, of whom 4 were receiving concomitant immunosuppressants at baseline; none of these 
patients discontinued due to abnormalities in ALT tests. In controlled Phase 3 trials of HUMIRA (initial doses 
of 160 mg and 80 mg on Days 1 and 15 respectively, followed by 40 mg every other week) in patients with 
UC with control period duration ranging from 1 to 52 weeks, ALT elevations ≥3 x ULN occurred in 1.5% of 
HUMIRA-treated patients and 1.0% of control-treated patients. In controlled Phase 3 trials of HUMIRA (initial 
dose of 80 mg then 40 mg every other week) in patients with Ps with control period duration ranging from 
12 to 24 weeks, ALT elevations ≥ 3 x ULN occurred in 1.8% of HUMIRA-treated patients and 1.8% of control-
treated patients. In controlled trials of HUMIRA (initial doses of 160 mg at Week 0 and 80 mg at Week 2, 
followed by 40 mg every week starting at Week 4), in subjects with HS with a control period duration ranging 
from 12 to 16 weeks, ALT elevations ≥ 3 x ULN occurred in 0.3% of HUMIRA-treated subjects and 0.6% of 
control-treated subjects. In controlled trials of HUMIRA (initial doses of 80 mg at Week 0 followed by 40 mg 
every other week starting at Week 1) in adult patients with uveitis with an exposure of 165.4 PYs and  
119.8 PYs in HUMIRA-treated and control-treated patients, respectively, ALT elevations ≥ 3 x ULN occurred  
in 2.4% of HUMIRA-treated patients and 2.4% of control-treated patients. 

Immunogenicity

Patients in Studies RA-I, RA-II, and RA-III were tested at multiple time points for antibodies to adalimumab 
during the 6- to 12-month period. Approximately 5% (58 of 1062) of adult RA patients receiving HUMIRA 
developed low-titer antibodies to adalimumab at least once during treatment, which were neutralizing  
in vitro. Patients treated with concomitant methotrexate (MTX) had a lower rate of antibody development 
than patients on HUMIRA monotherapy (1% versus 12%). No apparent correlation of antibody development to 
adverse reactions was observed. With monotherapy, patients receiving every other week dosing may develop 
antibodies more frequently than those receiving weekly dosing. In patients receiving the recommended dosage 
of 40 mg every other week as monotherapy, the ACR 20 response was lower among antibody-positive patients 
than among antibody-negative patients. The long-term immunogenicity of HUMIRA is unknown. 

In patients with polyarticular JIA who were 4 to 17 years of age, adalimumab antibodies were identi�ed in 16% 
of HUMIRA-treated patients. In patients receiving concomitant MTX, the incidence was 6% compared to 26% 
with HUMIRA monotherapy. In patients with polyarticular JIA who were 2 to <4 years of age or 4 years of age 
and older weighing <15 kg, adalimumab antibodies were identi�ed in 7% (1 of 15) of HUMIRA-treated patients, 
and the one patient was receiving concomitant MTX. 

In patients with AS, the rate of development of antibodies to adalimumab in HUMIRA-treated patients was 
comparable to patients with RA. 

In patients with PsA, the rate of antibody development in patients receiving HUMIRA monotherapy was 
comparable to patients with RA; however, in patients receiving concomitant MTX the rate was 7% compared 
to 1% in RA. 

In adult patients with CD, the rate of antibody development was 3%. 

In pediatric patients with Crohn’s disease, the rate of antibody development in patients receiving HUMIRA was 
3%. However, due to the limitation of the assay conditions, antibodies to adalimumab could be detected only 
when serum adalimumab levels were < 2 mcg/mL. Among the patients whose serum adalimumab levels were 
< 2 mcg/mL (approximately 32% of total patients studied), the immunogenicity rate was 10%. 

In patients with moderately to severely active UC, the rate of antibody development in patients receiving 
HUMIRA was 5%. However, due to the limitation of the assay conditions, antibodies to adalimumab could 
be detected only when serum adalimumab levels were < 2 mcg/mL. Among the patients whose serum 
adalimumab levels were < 2 mcg/mL (approximately 25% of total patients studied), the immunogenicity rate 
was 20.7%. 

In patients with Ps, the rate of antibody development with HUMIRA monotherapy was 8%. However, due 
to the limitation of the assay conditions, antibodies to adalimumab could be detected only when serum 
adalimumab levels were < 2 mcg/mL. Among the patients whose serum adalimumab levels were < 2 mcg/mL 
(approximately 40% of total patients studied), the immunogenicity rate was 20.7%. In Ps patients who were on 
HUMIRA monotherapy and subsequently withdrawn from the treatment, the rate of antibodies to adalimumab 
after retreatment was similar to the rate observed prior to withdrawal. 

Anti-adalimumab antibodies were measured in clinical trials of subjects with moderate to severe HS with two 
assays (an original assay capable of detecting antibodies when serum adalimumab concentrations declined 
to < 2 mcg/mL and a new assay that is capable of detecting anti-adalimumab antibody titers in all subjects, 
independent of adalimumab concentration).  Using the original assay, the rate of anti-adalimumab antibody 
development in subjects treated with HUMIRA was 6.5%. Among subjects who stopped HUMIRA treatment for 
up to 24 weeks and in whom adalimumab serum levels subsequently declined to < 2 mcg/mL (approximately 
22% of total subjects studied), the immunogenicity rate was 28%. Using the new titer-based assay, 
anti-adalimumab antibody titers were measurable in 61% of HS subjects treated with HUMIRA. Antibodies 
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Plaque Psoriasis Clinical Studies

HUMIRA has been studied in 1696 subjects with plaque psoriasis (Ps) in placebo-controlled and open-label 
extension studies. The safety pro�le for subjects with Ps treated with HUMIRA was similar to the safety pro�le 
seen in subjects with RA with the following exceptions. In the placebo-controlled portions of the clinical trials  
in Ps subjects, HUMIRA-treated subjects had a higher incidence of arthralgia when compared to controls  
(3% vs. 1%). 

Hidradenitis Suppurativa Clinical Studies

HUMIRA has been studied in 727 subjects with hidradenitis suppurativa (HS) in three placebo-controlled 
studies and one open-label extension study. The safety pro�le for subjects with HS treated with HUMIRA 
weekly was consistent with the known safety pro�le of HUMIRA. 

Flare of HS, de�ned as ≥25% increase from baseline in abscesses and in�ammatory nodule counts and with a 
minimum of 2 additional lesions, was documented in 22 (22%) of the 100 subjects who were withdrawn from 
HUMIRA treatment following the primary ef�cacy timepoint in two studies. 

Uveitis Clinical Studies

HUMIRA has been studied in 464 adult patients with uveitis (UV) in placebo-controlled and open-label extension 
studies and in 90 pediatric patients with uveitis (Study PUV-I). The safety pro�le for patients with UV treated 
with HUMIRA was similar to the safety pro�le seen in patients with RA. 

Postmarketing Experience

The following adverse reactions have been identi�ed during post-approval use of HUMIRA. Because these 
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to HUMIRA exposure. 

Gastrointestinal disorders: Diverticulitis, large bowel perforations including perforations associated with 
diverticulitis and appendiceal perforations associated with appendicitis, pancreatitis 

General disorders and administration site conditions: Pyrexia 

Hepato-biliary disorders: Liver failure, hepatitis 

Immune system disorders: Sarcoidosis 

Neoplasms benign, malignant and unspeci�ed (including cysts and polyps): Merkel Cell Carcinoma 
(neuroendocrine carcinoma of the skin) 

Nervous system disorders: Demyelinating disorders (e.g., optic neuritis, Guillain-Barré syndrome), 
cerebrovascular accident 

Respiratory disorders: Interstitial lung disease, including pulmonary �brosis, pulmonary embolism 

Skin reactions: Stevens Johnson Syndrome, cutaneous vasculitis, erythema multiforme, new or worsening 
psoriasis (all sub-types including pustular and palmoplantar), alopecia, lichenoid skin reaction 

Vascular disorders: Systemic vasculitis, deep vein thrombosis 

DRUG INTERACTIONS

Methotrexate

HUMIRA has been studied in rheumatoid arthritis (RA) patients taking concomitant methotrexate (MTX). 
Although MTX reduced the apparent adalimumab clearance, the data do not suggest the need for dose 
adjustment of either HUMIRA or MTX. 

Biological Products 

In clinical studies in patients with RA, an increased risk of serious infections has been seen with the 
combination of TNF blockers with anakinra or abatacept, with no added bene�t; therefore, use of HUMIRA 
with abatacept or anakinra is not recommended in patients with RA [see Warnings and Precautions]. A higher 
rate of serious infections has also been observed in patients with RA treated with rituximab who received 
subsequent treatment with a TNF blocker. There is insuf�cient information regarding the concomitant use of 
HUMIRA and other biologic products for the treatment of RA, PsA, AS, CD, UC, Ps, HS and UV. Concomitant 
administration of HUMIRA with other biologic DMARDS (e.g., anakinra and abatacept) or other TNF blockers is 
not recommended based upon the possible increased risk for infections and other potential pharmacological 
interactions. 

Live Vaccines

Avoid the use of live vaccines with HUMIRA [see Warnings and Precautions].

Cytochrome P450 Substrates

The formation of CYP450 enzymes may be suppressed by increased levels of cytokines (e.g., TNFα, IL-6)  
during chronic in�ammation. It is possible for a molecule that antagonizes cytokine activity, such as 
adalimumab, to in�uence the formation of CYP450 enzymes. Upon initiation or discontinuation of HUMIRA in 
patients being treated with CYP450 substrates with a narrow therapeutic index, monitoring of the effect (e.g., 
warfarin) or drug concentration (e.g., cyclosporine or theophylline) is recommended and the individual dose of 
the drug product may be adjusted as needed. 

USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary

Available studies with use of adalimumab during pregnancy do not reliably establish an association between 
adalimumab and major birth defects. Clinical data are available from the Organization of Teratology Information 
Specialists (OTIS)/MotherToBaby HUMIRA Pregnancy Registry in pregnant women with rheumatoid arthritis (RA) 
or Crohn’s disease (CD). Registry results showed a rate of 10% for major birth defects with �rst trimester use 
of adalimumab in pregnant women with RA or CD and a rate of 7.5% for major birth defects in the disease-
matched comparison cohort. The lack of pattern of major birth defects is reassuring and differences between 
exposure groups may have impacted the occurrence of birth defects (see Data). 

Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect 
immune response in the in-utero exposed infant (see Clinical Considerations). In an embryo-fetal perinatal 
development study conducted in cynomolgus monkeys, no fetal harm or malformations were observed with 
intravenous administration of adalimumab during organogenesis and later in gestation, at doses that produced 
exposures up to approximately 373 times the maximum recommended human dose (MRHD) of 40 mg 
subcutaneous without methotrexate (see Data). 

The estimated background risk of major birth defects and miscarriage for the indicated populations is 
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 2-4% and 15-20%, respectively. 

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

Published data suggest that the risk of adverse pregnancy outcomes in women with RA or in�ammatory bowel 
disease (IBD) is associated with increased disease activity. Adverse pregnancy outcomes include preterm 
delivery (before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational 
age at birth. 

Fetal/Neonatal Adverse Reactions

Monoclonal antibodies are increasingly transported across the placenta as pregnancy progresses, with the 
largest amount transferred during the third trimester (see Data). Risks and bene�ts should be considered prior 
to administering live or live-attenuated vaccines to infants exposed to HUMIRA in utero [see Use in Speci�c 

Populations]. 

Data

Human Data

A prospective cohort pregnancy exposure registry conducted by OTIS/MotherToBaby in the U.S. and Canada 
between 2004 and 2016 compared the risk of major birth defects in live-born infants of 221 women (69 RA, 
152 CD) treated with adalimumab during the �rst trimester and 106 women (74 RA, 32 CD) not treated with 
adalimumab. 

The proportion of major birth defects among live-born infants in the adalimumab-treated and untreated cohorts 
was 10% (8.7% RA, 10.5% CD) and 7.5% (6.8% RA, 9.4% CD), respectively. The lack of pattern of major birth 
defects is reassuring and differences between exposure groups may have impacted the occurrence of birth 
defects. This study cannot reliably establish whether there is an association between adalimumab and major 
birth defects because of methodological limitations of the registry, including small sample size, the voluntary 
nature of the study, and the non-randomized design. 

In an independent clinical study conducted in ten pregnant women with IBD treated with HUMIRA, adalimumab 
concentrations were measured in maternal serum as well as in cord blood (n=10) and infant serum (n=8) on 
the day of birth. The last dose of HUMIRA was given between 1 and 56 days prior to delivery. Adalimumab 
concentrations were 0.16-19.7 µg/mL in cord blood, 4.28-17.7 µg/mL in infant serum, and 0-16.1 µg/mL in 
maternal serum. In all but one case, the cord blood level of adalimumab was higher than the maternal serum 
level, suggesting adalimumab actively crosses the placenta. In addition, one infant had serum levels at each  
of the following: 6 weeks (1.94 µg/mL), 7 weeks (1.31 µg/mL), 8 weeks (0.93 µg/mL), and 11 weeks  
(0.53 µg/mL), suggesting adalimumab can be detected in the serum of infants exposed in utero for at least  
3 months from birth. 

Animal Data

In an embryo-fetal perinatal development study, pregnant cynomolgus monkeys received adalimumab from 
gestation days 20 to 97 at doses that produced exposures up to 373 times that achieved with the MRHD 
without methotrexate (on an AUC basis with maternal IV doses up to 100 mg/kg/week). Adalimumab did not 
elicit harm to the fetuses or malformations. 

Lactation

Risk Summary

Limited data from case reports in the published literature describe the presence of adalimumab in human milk 
at infant doses of 0.1% to 1% of the maternal serum level. Published data suggest that the systemic exposure 
to a breastfed infant is expected to be low because adalimumab is a large molecule and is degraded in the 
gastrointestinal tract. However, the effects of local exposure in the gastrointestinal tract are unknown. There 
are no reports of adverse effects of adalimumab on the breastfed infant and no effects on milk production. 
The developmental and health bene�ts of breastfeeding should be considered along with the mother’s clinical 
need for HUMIRA and any potential adverse effects on the breastfed child from HUMIRA or from the underlying 
maternal condition. 

Pediatric Use

Safety and ef�cacy of HUMIRA in pediatric patients for uses other than polyarticular juvenile idiopathic arthritis 
(JIA), pediatric Crohn’s disease and pediatric uveitis have not been established. Due to its inhibition of TNFα, 
HUMIRA administered during pregnancy could affect immune response in the in utero-exposed newborn and 
infant. Data from eight infants exposed to HUMIRA in utero suggest adalimumab crosses the placenta [see 

Use in Speci�c Populations)]. The clinical signi�cance of elevated adalimumab levels in infants is unknown. 
The safety of administering live or live-attenuated vaccines in exposed infants is unknown. Risks and bene�ts 
should be considered prior to vaccinating (live or live-attenuated) exposed infants. 

Post-marketing cases of lymphoma, including hepatosplenic T-cell lymphoma and other malignancies, some 
fatal, have been reported among children, adolescents, and young adults who received treatment with TNF-
blockers including HUMIRA [see Boxed Warning and Warnings and Precautions]. 

Juvenile Idiopathic Arthritis

In Study JIA-I, HUMIRA was shown to reduce signs and symptoms of active polyarticular JIA in patients 4 to 17 
years of age. In Study JIA-II, the safety pro�le for patients 2 to <4 years of age was similar to the safety pro�le 
for patients 4 to 17 years of age with polyarticular JIA [see Adverse Reactions]. HUMIRA has not been studied 
in patients with polyarticular JIA less than 2 years of age or in patients with a weight below 10 kg. 

The safety of HUMIRA in patients in the polyarticular JIA trials was generally similar to that observed in adults 
with certain exceptions [see Adverse Reactions]. 

Pediatric Crohn’s Disease

The safety and effectiveness of HUMIRA for reducing signs and symptoms and inducing and maintaining 
clinical remission have been established in pediatric patients 6 years of age and older with moderately to 
severely active Crohn’s disease who have had an inadequate response to corticosteroids or immunomodulators 
such as azathioprine, 6-mercaptopurine, or methotrexate. Use of HUMIRA in this age group is supported 
by evidence from adequate and well-controlled studies of HUMIRA in adults with additional data from a 
randomized, double-blind, 52-week clinical study of two dose levels of HUMIRA in 192 pediatric patients (6 to 
17 years of age) with moderately to severely active Crohn’s disease. The safety and effectiveness of HUMIRA 
has not been established in pediatric patients with Crohn’s disease less than 6 years of age. 

Pediatric Uveitis

The safety and effectiveness of HUMIRA for the treatment of non-infectious uveitis have been established in 
pediatric patients 2 years of age and older. The use of HUMIRA is supported by evidence from adequate and 
well-controlled studies of HUMIRA in adults and a 2:1 randomized, controlled clinical study in 90 pediatric 
patients. The safety and effectiveness of HUMIRA has not been established in pediatric patients with uveitis 
less than 2 years of age. 

Hidradenitis Suppurativa

Use of HUMIRA in pediatric patients 12 years of age and older for HS is supported by evidence from adequate 
and well-controlled studies of HUMIRA in adult HS patients. Additional population pharmacokinetic modeling 
and simulation predicted that weight-based dosing of HUMIRA in pediatric patients 12 years of age and older 
can provide generally similar exposure to adult HS patients. The course of HS is suf�ciently similar in adult and 
adolescent patients to allow extrapolation of data from adult to adolescent patients. The recommended dose in 
pediatric patients 12 years of age or older is based on body weight. 

The use of HUMIRA has not been established in patients less than 12 years of age with HS. 

Geriatric Use

A total of 519 RA patients 65 years of age and older, including 107 patients 75 years of age and older, received 
HUMIRA in clinical studies RA-I through IV. No overall difference in effectiveness was observed between these 
patients and younger patients. The frequency of serious infection and malignancy among HUMIRA treated 
patients over 65 years of age was higher than for those under 65 years of age. Because there is a higher 
incidence of infections and malignancies in the elderly population, use caution when treating the elderly. 

OVERDOSAGE

Doses up to 10 mg/kg have been administered to patients in clinical trials without evidence of dose-limiting 
toxicities. In case of overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions or effects and appropriate symptomatic treatment instituted immediately. 

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies of HUMIRA have not been conducted to evaluate the carcinogenic potential or its 
effect on fertility. 

PATIENT COUNSELING INFORMATION

Patient Counseling

Provide the HUMIRA “Medication Guide” to patients or their caregivers, and provide them an opportunity to 
read it and ask questions prior to initiation of therapy and prior to each time the prescription is renewed. If 
patients develop signs and symptoms of infection, instruct them to seek medical evaluation immediately. 

Advise patients of the potential bene�ts and risks of HUMIRA. 

• Infections
Inform patients that HUMIRA may lower the ability of their immune system to �ght infections. Instruct 
patients of the importance of contacting their doctor if they develop any symptoms of infection, including 
tuberculosis, invasive fungal infections, and reactivation of hepatitis B virus infections. 

• Malignancies
Counsel patients about the risk of malignancies while receiving HUMIRA. 

• Allergic Reactions
Advise patients to seek immediate medical attention if they experience any symptoms of severe allergic 
reactions. Advise latex-sensitive patients that the needle cap of the HUMIRA 40 mg/0.8 mL Pen and  
40 mg/0.8 mL, 20 mg/0.4 mL and 10 mg/0.2 mL pre�lled syringe may contain natural rubber latex. 

• Other Medical Conditions
Advise patients to report any signs of new or worsening medical conditions such as congestive heart 
failure, neurological disease, autoimmune disorders, or cytopenias. Advise patients to report any symptoms 
suggestive of a cytopenia such as bruising, bleeding, or persistent fever. 
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to adalimumab were associated with reduced serum adalimumab concentrations. In general, the extent of 
reduction in serum adalimumab concentrations is greater with increasing titers of antibodies to adalimumab. 
No apparent association between antibody development and safety was observed. 

In adult patients with non-infectious uveitis, anti-adalimumab antibodies were identi�ed in 4.8% (12/249) 
of patients treated with adalimumab. However, due to the limitation of the assay conditions, antibodies to 
adalimumab could be detected only when serum adalimumab levels were < 2 mcg/mL. Among the patients 
whose serum adalimumab levels were < 2 mcg/mL (approximately 23% of total patients studied), the 
immunogenicity rate was 21.1%. Using an assay which could measure an anti-adalimumab antibody titer 
in all patients, titers were measured in 39.8% (99/249) of non-infectious uveitis adult patients treated with 
adalimumab. No correlation of antibody development to safety or ef�cacy outcomes was observed. 

The data re�ect the percentage of patients whose test results were considered positive for antibodies to 
adalimumab or titers, and are highly dependent on the assay. The observed incidence of antibody (including 
neutralizing antibody) positivity in an assay is highly dependent on several factors including assay sensitivity 
and speci�city, assay methodology, sample handling, timing of sample collection, concomitant medications, 
and underlying disease. For these reasons, comparison of the incidence of antibodies to adalimumab with the 
incidence of antibodies to other products may be misleading. 

Other Adverse Reactions

Rheumatoid Arthritis Clinical Studies

The data described below re�ect exposure to HUMIRA in 2468 patients, including 2073 exposed for 6 months, 
1497 exposed for greater than one year and 1380 in adequate and well-controlled studies (Studies RA-I, RA-II, 
RA-III, and RA-IV). HUMIRA was studied primarily in placebo-controlled trials and in long-term follow up studies 
for up to 36 months duration. The population had a mean age of 54 years, 77% were female, 91% were 
Caucasian and had moderately to severely active rheumatoid arthritis. Most patients received 40 mg HUMIRA 
every other week. 

Table 1 summarizes reactions reported at a rate of at least 5% in patients treated with HUMIRA 40 mg every 
other week compared to placebo and with an incidence higher than placebo. In Study RA-III, the types and 
frequencies of adverse reactions in the second year open-label extension were similar to those observed in the 
one-year double-blind portion. 

Table 1. Adverse Reactions Reported by ≥5% of Patients Treated with HUMIRA During  
Placebo-Controlled Period of Pooled RA Studies (Studies RA-I, RA-II, RA-III, and RA-IV) 

  HUMIRA 
40 mg subcutaneous 

Every Other Week 

Placebo

  (N=705) (N=690)

Adverse Reaction (Preferred Term)    

  Respiratory    

     Upper respiratory infection 17% 13%

     Sinusitis 11% 9%

     Flu syndrome 7% 6%

Gastrointestinal    

     Nausea 9% 8%

     Abdominal pain 7% 4%

Laboratory Tests*    

     Laboratory test abnormal 8% 7%

     Hypercholesterolemia 6% 4%

     Hyperlipidemia 7% 5%

     Hematuria 5% 4%

     Alkaline phosphatase increased 5% 3%

Other    

     Headache 12% 8%

     Rash 12% 6%

     Accidental injury 10% 8%

     Injection site reaction ** 8% 1%

     Back pain 6% 4%

     Urinary tract infection 8% 5%

     Hypertension 5% 3%

*  Laboratory test abnormalities were reported as adverse reactions in European trials 
** Does not include injection site erythema, itching, hemorrhage, pain or swelling 

Juvenile Idiopathic Arthritis Clinical Studies

In general, the adverse reactions in the HUMIRA-treated patients in the polyarticular juvenile idiopathic arthritis 
(JIA) trials (Studies JIA-I and JIA-II) were similar in frequency and type to those seen in adult patients [see 

Warnings and Precautions, Adverse Reactions]. Important �ndings and differences from adults are discussed 
in the following paragraphs. 

In Study JIA-I, HUMIRA was studied in 171 patients who were 4 to 17 years of age, with polyarticular JIA. 
Severe adverse reactions reported in the study included neutropenia, streptococcal pharyngitis, increased 
aminotransferases, herpes zoster, myositis, metrorrhagia, and appendicitis. Serious infections were observed 
in 4% of patients within approximately 2 years of initiation of treatment with HUMIRA and included cases of 
herpes simplex, pneumonia, urinary tract infection, pharyngitis, and herpes zoster. 

In Study JIA-I, 45% of patients experienced an infection while receiving HUMIRA with or without concomitant 
MTX in the �rst 16 weeks of treatment. The types of infections reported in HUMIRA-treated patients were 
generally similar to those commonly seen in polyarticular JIA patients who are not treated with TNF blockers. 
Upon initiation of treatment, the most common adverse reactions occurring in this patient population 
treated with HUMIRA were injection site pain and injection site reaction (19% and 16%, respectively). A less 
commonly reported adverse event in patients receiving HUMIRA was granuloma annulare which did not lead to 
discontinuation of HUMIRA treatment. 

In the �rst 48 weeks of treatment in Study JIA-I, non-serious hypersensitivity reactions were seen in 
approximately 6% of patients and included primarily localized allergic hypersensitivity reactions and allergic 
rash. 

In Study JIA-I, 10% of patients treated with HUMIRA who had negative baseline anti-dsDNA antibodies 
developed positive titers after 48 weeks of treatment. No patient developed clinical signs of autoimmunity 
during the clinical trial. 

Approximately 15% of patients treated with HUMIRA developed mild-to-moderate elevations of creatine 
phosphokinase (CPK) in Study JIA-I. Elevations exceeding 5 times the upper limit of normal were observed 
in several patients. CPK levels decreased or returned to normal in all patients. Most patients were able to 
continue HUMIRA without interruption. 

In Study JIA-II, HUMIRA was studied in 32 patients who were 2 to <4 years of age or 4 years of age and older 
weighing <15 kg with polyarticular JIA. The safety pro�le for this patient population was similar to the safety 
pro�le seen in patients 4 to 17 years of age with polyarticular JIA. 

In Study JIA-II, 78% of patients experienced an infection while receiving HUMIRA. These included 
nasopharyngitis, bronchitis, upper respiratory tract infection, otitis media, and were mostly mild to moderate in 
severity. Serious infections were observed in 9% of patients receiving HUMIRA in the study and included dental 
caries, rotavirus gastroenteritis, and varicella. 

In Study JIA-II, non-serious allergic reactions were observed in 6% of patients and included intermittent 
urticaria and rash, which were all mild in severity. 

Psoriatic Arthritis and Ankylosing Spondylitis Clinical Studies

HUMIRA has been studied in 395 patients with psoriatic arthritis (PsA) in two placebo-controlled trials and in 
an open label study and in 393 patients with ankylosing spondylitis (AS) in two placebo-controlled studies. The 
safety pro�le for patients with PsA and AS treated with HUMIRA 40 mg every other week was similar to the 
safety pro�le seen in patients with RA, HUMIRA Studies RA-I through IV. 

Adult Crohn’s Disease Clinical Studies

HUMIRA has been studied in 1478 adult patients with Crohn’s disease (CD) in four placebo-controlled and two 
open-label extension studies. The safety pro�le for adult patients with CD treated with HUMIRA was similar to 
the safety pro�le seen in patients with RA. 

Pediatric Crohn’s Disease Clinical Studies 

HUMIRA has been studied in 192 pediatric patients with Crohn’s disease in one double-blind study (Study 
PCD-I) and one open-label extension study. The safety pro�le for pediatric patients with Crohn’s disease 
treated with HUMIRA was similar to the safety pro�le seen in adult patients with Crohn’s disease. 

During the 4-week open label induction phase of Study PCD-I, the most common adverse reactions occurring 
in the pediatric population treated with HUMIRA were injection site pain and injection site reaction (6% and 
5%, respectively). 

A total of 67% of children experienced an infection while receiving HUMIRA in Study PCD-I. These included 
upper respiratory tract infection and nasopharyngitis. 

A total of 5% of children experienced a serious infection while receiving HUMIRA in Study PCD-I. These 
included viral infection, device related sepsis (catheter), gastroenteritis, H1N1 in�uenza, and disseminated 
histoplasmosis. 

In Study PCD-I, allergic reactions were observed in 5% of children which were all non-serious and were 
primarily localized reactions. 

Ulcerative Colitis Clinical Studies

HUMIRA has been studied in 1010 patients with ulcerative colitis (UC) in two placebo-controlled studies and 
one open-label extension study. The safety pro�le for patients with UC treated with HUMIRA was similar to the 
safety pro�le seen in patients with RA. 
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D ermatologists and other providers who care for 
rosacea patients need to classify these patients by 
phenotype, recognizing that every patient does not 
fall exclusively into only one of the prior subtyping 

approaches, according to updated recommendations for rosa-
cea diagnosis, classi� cation and management from the global 
ROSacea COnsensus (ROSCO) 2019 panel. The recommen-
dations were published as an open access article in August in 
the British Journal of Dermatology.

Rosacea phenotypes include transient erythema, persistent 
erythema, telangiectasia, in� ammatory papules/pustules, phy-
mas and ocular abnormalities. 

“Applying a phenotype-based diagnostic approach is inclu-
sive of the real-life presentation of this disorder. This permits 
more accurate documentation of the manifestations of this dis-
ease and recording responses to therapy,” says ROSCO Panel 
member Richard L. Gallo, M.D., Ph.D., distinguished pro-
fessor and endowed chair of dermatology at the University of 
California, San Diego. “This is a major change in classi� ca-
tion of patients with rosacea. It will accelerate development of 
improved therapies for the disease as a whole.”

This update to the 2017 ROSCO consensus recommen-
dations includes disease burden and treatment goals; de� n-

ing both cutaneous and ocular features 
to aid in recognition and diagnosis; and 
updating the treatment algorithm origi-
nally presented in 2017 based on recent 
evidence, according to ROSCO Panel 
co-chair Jerry Tan, M.D., FRCP, adjunct 
professor, Western University, Windsor, 
Ontario, Canada. 

“We also developed clinical tools, including seven patient 
case studies representing common phenotypes exemplifying 
practical use of the treatment algorithm along with a pheno-
type image library with feature descriptions and multiple skin 

photo types,” Dr. Tan says. “[We included] a rosacea track-
ing tool for clinical use to provide ongoing record of a rosacea 
patients features over time. This should help monitor changes 
in features, patient impact and response to treatment.”

Of the 21 Global ROSacea COnsensus (ROSCO) 2019 
expert panel members, 19 were dermatologists, including 6 
from the U.S., and 2 were ophthalmologists including one from 
the U.S.

The panel used a Delphi approach in which members 
reached consensus on aspects of rosacea diagnosis and treat-
ment by strongly disagreeing, disagreeing, strongly agreeing  or 
agreeing with each statement. Researchers de� ned a consen-
sus as 75% or more agreeing or strongly agreeing. 

There is concern with using the Delphi approach because it 
uses clinical opinion rather than published evidence to develop 
consensus statements, according to the paper. 

“However, in assessing the clinical approach to rosacea, 
where high-quality evidence is limited, the Delphi process is 
a systematic, egalitarian method well suited to developing clin-
ical recommendations until additional appropriate evidence 
becomes available,” panel authors write. 

DISEASE BURDEN, TREATMENT GOALS
Dermatologists should talk with patients about the toll rosacea 
takes on their lives. Facial symptoms, including itch, soreness, 
pain or stinging; embarrassment or self-consciousness; as well 
as rosacea’s impact on patients’ social lives and activities stand 
out as relevant to rosacea patients’ quality of life. 

The panel recommends dermatologists ask rosacea patients 
if, in the past month, their signs and symptoms have impacted 
their quality of lives, and how much the time lost to rosacea 
a� ected the quality of their lives. Providers should also ask if, in 
the past month, rosacea has a� ected work productivity or educa-
tion and how well-controlled patients feel their rosacea has been. 
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Phenotype-based 
diagnostic 
approach recom-
mended by experts.

Physicians should 
strive to achieve 
clear versus almost 
clear due to impact 
of disease on QoL.

Combination 
treatment recom-
mended, but more 
research need-
ed to support this 
approach.

More education 
needed on how to 
diagnose ocular 
rosacea.
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Global panel updates 
rosacea recommendations

Dr. Tan

“ Applying a phenotype-based diagnostic approach is 
inclusive of the real-life presentation of this disorder.”

Richard L. Gallo, M.D., Ph.D., University of California, San Diego
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Rosacea might be underdetected and often misdiag-
nosed in skin of color patients, according to Plano, 
Texas, dermatologist Seemal R. Desai, M.D., 
FAAD, immediate past president of the Skin of 

Color Society and author of a review and clinical practice 
experience on rosacea in skin of color published June 2019 
in the Journal of the American Academy of Dermatology.

Misdiagnoses could result in inappropriate and inad-
equate treatment. Delays in the diagnosis could result in 
greater morbidity and uncontrolled, progressive disease 
with dis� guring consequences, including phymatous rosa-
cea, the authors report.

Dr. Desai says it’s important to increase dermatologists’ 
awareness of how rosacea might present di� erently in skin 
of color and how best to treat it without causing post-in� am-
matory hyperpigmentation or other sequelae. 

“I think the thing to think about with rosacea in skin of 
color is recognizing that erythema may look di� erent. It may 
look brown. It may have a more brownish, purplish color,” 
Dr. Desai tells Dermatology Times. 

MAKING THE DIAGNOSIS
Among the clinical characteristics of rosacea in skin of color: 
Patients often have experienced symptoms for longer than a 
year; women are more likely to present with rosacea symp-
toms; and papules and pustules are usually present — more 

commonly so than persistent facial erythema, the review 
authors write.  

“Patients with skin of color may not know they have rosa-
cea because they have not been able to appreciate the red-
ness on their skin but may have symptoms of burning, sting-
ing and � ushing,” Dr. Desai says. “It’s important to really 
frame that dialogue and have that discussion.”

Dr. Desai, who says he very frequently sees rosacea in 
skin of color patients, says dermatologists and other provid-
ers should consider several possibilities in di� erential diag-
noses. Those include sarcoidosis; connective tissue disease, 
like lupus; contact dermatitis; as well as considering that just 
because someone has darker skin doesn’t mean that patient 
doesn’t have rosacea. Other di� erential diagnoses are acne 
vulgaris, steroid acne, seborrheic dermatitis, periori� cial 
dermatitis, facial Afro-Caribbean childhood eruption, ker-
atosis pilaris rubra and dermatomyositis, according to the 
paper. 

When diagnosing rosacea in patients with skin of color, 
dermatologists should look for � ushing, burning and sting-
ing, long-term symptoms, typical rosacea triggers and fam-
ily history, among other signs. The rosacea will usually be 
concentrated centrally on the face. Taking photographs on 
a blue background or blanching can help to determine if 
there’s erythema. Other tools dermatologists can use to diag-
nose rosacea in patients with darker skin types are dermos-
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Skin of color patients 
often don’t realize 

they have rosacea as 
erythema presents 

differently.

Symptoms include 
facial acneiform 

pustules and papules, 
burning, stinging, long-

term symptoms.

Treatment strategies 
can include topicals, 
cosmeceuticals, sun-

screens.

Use caution when 
considering energy-

based therapies; 
these treatments can 
cause pigmentation 

problems.
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Erythema di� ers in 
patients with skin of color

“ I think the thing to think about with rosacea 
in skin of color is recognizing that erythema 

may look different. It may look brown. It may have 
a more brownish, purplish color.”

Seemal R. Desai, M.D., FAAD, Plano, Texas
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copy to see telangiectasia and skin biopsy, when 
needed. 

“Another key sign to consider is the presence 
of facial acneiform papules and pustules, which 
are often present with rosacea in skin of color,” 
the authors write. 

TREATING ROSACEA IN DARKER SKIN TYPES
Dr. Desai says he often uses the same topical 
medications in his patients with skin of color as 
he does in rosacea patients with lighter skin.  

“When we’re talking about topical treatment, 
it depends on if the patient has erythematotelan-
giectatic rosacea or papulopustular rosacea,” Dr. 
Desai says. 

Dermatologists would want to make sure 
patients on topical treatment are responding, 
according to Dr. Desai.

“Let’s say we have someone who has redness 
and bumps or redness and acne, those patients 
may require a vasoconstrictive agent in the morn-
ing, like a topical brimonidine or topical oxym-
etazoline, and then I may put them on a topical 
ivermectin at night. Some of these things may 
be done in an off-label fashion. I want to make 
sure that’s clear,” he says. “But it’s a challenge. 
We want to make sure we’re addressing multi-
ple things. Some of these patients also need oral 
antibiotics and anti-inflammatories, like a low-
dose doxycycline.”

Use of cosmeceuticals and sunscreens are 
yet another aspect of rosacea treatment in skin 
of color. 

“You want to make sure to recommend cos-
meceuticals to skin of color patients, but, for 
example, if you’re going to recommend some-
thing that is thick and has a whitish texture, 
such as non-micronized zinc oxide, that patient 
is probably not going to use it,” he says. “I 
like to use things that contain niacinamide for 
anti-redness.”

Dr. Desai says he might recommend a topi-
cal in the morning that contains azelaic acid or 
metronidazole, as well as a sunscreen. He pre-
fers a tinted sunscreen if patients can tolerate it 
on their skin. In the evening, he might recom-
mend a cosmeceutical.

Dr. Desai is more cautious when using physi-
cal modality treatments, such as laser therapy or 
intense pulsed light, on skin of color. While he 
might use these devices in patients with lighter 
skin types to block the vessels, he says their use 
in skin of color can make pigment darker, result-
ing in post-inflammatory hyperpigmentation. 

“It’s a tricky nuance,” Dr. Desai says. “You 
would not want to use ablative laser resurfacing 
in a skin of color patient. With intense pulsed 
light (IPL), you’d want to be careful about the 
settings because the heat and trauma could burn 
and damage the skin and cause post inflamma-
tory hyperpigmentation. You could use pulsed 
dye or vascular lasers, but the settings have to 
be where you’re not going to harm and damage 
the skin.”

Goals of treatment should be to clear or 
reduce papules and pustules, avoid post-inflam-

matory hyperpigmentation and suppress ery-
thema and inflammation for the long term. The 
authors recommend providers define patients’ 
treatment goals, while educating patients about 
disease chronicity and triggers. 

Patient education is important to ensure the 
patient knows how to use multiple therapies, as 
well as understands rosacea is a chronic skin 
disease. 

“We also like to help these patients recognize 
dietary and lifestyle triggers that can trigger their 
rosacea,” Dr. Desai says. 

He recommends patients keep a diary, mak-
ing note of rosacea flares and whether something 
triggered them – paying special attention to what 
they ate and drank in the days prior, if they were 
sun exposed or lacked sleep and drank more caf-
feine than usual. 

Maintaining positive outcomes is important, 
according to Dr. Desai. And that takes follow 
up. Dr. Desai usually sees his rosacea patients at 
four- to six-week follow-up appointments, to see 
how they’re responding to treatment. 

“Rosacea is not as clear-cut as even acne in 
some circumstances, because the disease can be 
so polymorphous,” he says. �
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Dermatologists should strive to achieve clear 
versus almost clear as the primary treatment objec-
tive, given evidence showing the benefits, includ-
ing quality-of-life impact and optimal patient sat-
isfaction, when patients reach Investigator Global 
Assessment 0, according to the paper. 

Panel members point to phymatous changes 
and persistent erythema as diagnostic features, 
while major features include f lushing/transient 
erythema, papules and pustules and telangi-
ectases. When determining the severity of rosacea 
features such as skin burning sensation, for exam-
ple, dermatologists should consider duration, fre-
quency, intensity, extent, association with flush-
ing, triggers and quality-of-life impact, according 
to the panel. 

TREATMENT UPDATES
Panel members updated the 2017 ROSCO treat-

ment algorithm with such changes as removing 
topical alpha-adrenergic modulating agents and 
oral beta blockers to treat flushing/transient ery-
thema because of limited evidence to support 
their use. 

The recommendations embrace combination 
treatment for patients with severe disease and 
those with multiple rosacea features, but the panel 
writes that more research is needed to support use 
of combination treatment in rosacea. 

It’s important that dermatologists and others 
monitor patient satisfaction with treatment ask-
ing about tolerability, cost and efficacy, they write. 

UNMET NEEDS
It isn’t clear how best to diagnose ocular rosacea, 
which the authors note dermatologists might often 
overlook. But there are features of ocular rosacea, 
including blepharokeratoconjunctivitis, scleroker-

atitis, anterior uveitis and blepharoconjunctivitis, 
that should prompt dermatologists to refer patients 
to ophthalmologists, they write. 

“Further work is needed, particularly educa-
tion around ocular rosacea and continued devel-
opment, refinement and validation of tools to facil-
itate both daily practice and clinical research,” 
according to the panel members. �
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T he 2019 joint American Academy of Dermatol-
ogy and National Psoriasis Foundation pho-
totherapy treatment of psoriasis guidelines 
comprehensively updates dermatologists and 

other providers on the state-of-the art use of various light 
modalities to treat psoriasis patients. 

The update addresses modalities ranging from 
well-established approaches such as narrow band photo-
therapy to more novel approaches such as photodynamic 
therapy (PDT), according to an author of the guidelines 
published September 2019 in the Journal of the Ameri-
can Academy of Dermatology (JAAD), Joel M. Gelfand, 

M.D., MSCE, professor of derma-
tology and epidemiology and direc-
tor of the Psoriasis and Photother-
apy Treatment Center at the Univer-
sity of Pennsylvania Perelman School 
of Medicine, Philadelphia.

“The most important point of 

these guidelines is the fact that despite all the excit-
ing new therapies available for psoriasis, phototherapy 
remains a safe, viable, e� ective option for our patients,” 
according to guidelines author Mark Lebwohl, M.D., 
Waldman Professor and Chair of the Kimberly and Eric 
J. Waldman department of dermatology at the Icahn 
school of medicine at Mount Sinai, New York. “For 
patients who want a therapy that has been used safely 
for a century or when comorbidities limit the use of sys-
temic therapies, phototherapy is a safe, e� ective, acces-
sible therapy.”

AMONG THE RECOMMENDATIONS
U.S. and Canadian psoriasis experts reviewed the litera-
ture from early 2008 to late 2017 focusing on the ultravi-
olet (UV) light-based therapies.

Of special importance, guidance on dosing of office-
based narrowband UVB phototherapy was updated from 

Dr. Gelfand
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Dosing of narrowband UVB 
updated to improve outcomes.

Oral PUVA recommended as 
more effective than UVB, yet 

carries risk of adverse events.

Excimer lasers useful 
for scalp psoriasis.

Broadband UVB 
recommended if 

narrowband UBV is unavailable.

PDT not recommended 
for localized psoriasis.

Quick TAKES

PHOTOTHERAPY CONTINUES ON PAGE 32 
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2009 guidelines, which should result in better treat-
ment outcomes for patients,” Dr. Gelfand says.

Narrowband UVB therapy’s starting dose and 
the dosing schedule are based on skin type. For 
example, the recommended initial narrowband 
UVB dose for patients with skin types I and II 
is 300 mJ/cm2, while it’s 800 mJ/cm2 for psori-
asis patients who are skin types V and VI. And 
the guidelines recommend treating patients with 
narrowband UVB two or three times per week for 
proven e�  cacy, which doesn’t expose patients to 
more-than-needed UVB radiation and avoids 
increased risk of UV-induced erythema. 

The new guidelines also recommend apply-
ing a thin — not a thick — emollient layer before 
treatment to increase e�  cacy and reduce UV-in-
duced erythema. 

The authors write that providers should 
consider home-use narrowband UVB units for 
patients who can’t do their treatments at a pho-
totherapy center. The units don’t tend to work as 
well but patients who use them are often happier 

with treatment compared with those who get their 
therapy outside the home. 

Some combination treatments with narrowband 
UVB have been shown to be bene� cial. For exam-
ple, the literature supports using methotrexate as a 
systemic adjunct to narrowband UVB. And certain 
biologics used in conjunction with narrowband UVB 
have been shown in studies to bene� t patients and 
are recommended in those for which either the bio-
logic or narrowband UVB treatment is inadequate. 

Narrowband UVB is generally safe and 
well-tolerated when providers implement safe-
guards, such as providing eye protection.

RECOMMENDATIONS ON OTHER OPTIONS
The new guidelines do not recommend Grenz ray 
treatment for psoriasis because of insu�  cient evi-
dence, but do recommend climatotherapy or use of 
Goeckerman therapy for psoriasis treatment. The 
authors recommend visible light but only to treat 
nail psoriasis. The pulsed dye laser (PDL) also is 
an e� ective treatment for nail psoriasis, they write.
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“ The most important point of these guidelines is the 
fact that despite all the exciting new therapies available 

for psoriasis, phototherapy remains a safe, viable, 
effective option for our patients.”
Mark Lebwohl, M.D.,  Waldman Professor and Chair, Kimberly and Eric J. Waldman 

department of dermatology, Icahn school of medicine at Mount Sinai, New York.
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Guideline Updates
 PSORALEN PLUS UVA (PUVA)
8-MOP is the only commercially available oral psoralen in the 
United States, according to the guidelines. 

While oral PUVA has been shown to be more effective than 
narrowband UVB for treating psoriasis, oral PUVA causes more 
adverse events. Still oral PUVA is a recommended treatment for 
adult psoriasis. 

“Although PUVA monotherapy was more effective than 
[narrowband UVB] in many studies, superior short-term and 
long-term safety, simplicity and lower cost favor [narrow-
band UVB] as the preferred treatment for plaque psoriasis,” 
the authors write. 

The authors write that topical PUVA is best used to treat 

localized psoriasis—in particular, palmoplantar disease. 
Bath PUVA is recommended to treat moderate-to-severe adult 
plaque psoriasis, they write.

 TARGETED TREATMENT
TREATING localized psoriatic lesions with targeted UVB options, 
such as the excimer laser (308 nm) and targeted narrowband 
UVB (311-313 nm) is recommended and these treatments are 
well-suited for localized treatment because they spare unaf-
fected skin and can be done at higher doses. Ideally, providers 
should use targeted UVB two to three times a week.

“Excimer lasers have been very useful for treating scalp 
psoriasis,” they write.

 BROADBAND UVB
BROADBAND UVB is a recommended monotherapy in 
adults with generalized plaque psoriasis if narrowband UBV 
isn’t available. Broadband UVB monotherapy also is inferior 
in effi cacy to topical PUVA monotherapy.

 PDT
THE GUIDELINES do not recommend topical 5-aminole-
vulinic acid- (ALA) photodynamic therapy (PDT) and methyl-
aminolevulinic acid- (MAL)-PDT for localized psoriasis, includ-
ing palmoplantar psoriasis and nail psoriasis.
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P soriasis often has a greater impact on quality 
of life in patients with skin of color as the con-
dition and its treatment can result in long-last-
ing pigmentary changes. Dermatologists 

should keep this in mind when managing the disease 
in this population to ultimately ensure that patients are 
fully aware of the risk of pigmentary changes and how 
they can be minimized, says Andrew Alexis, M.D., 
M.P.H., chairman of the department of dermatology 
and director of the Skin of Color Center at Mount Sinai 
St. Luke’s and Mount Sinai West in New York. 

When assessing patients with skin of color for pso-
riasis, physicians should also be aware that clinical fea-
tures can di�er depending on the individual’s skin pig-
mentation, warns Dr. Alexis. In particular, erythema 
will be more di�cult to perceive on darker Fitzpatrick 
V and VI skin tones. 

TIPS FOR DIAGNOSIS
“The eye needs to be calibrated, so to speak, for the 
skin type of the patient because the redness of the 
lesions will be potentially masked by background mel-
anin pigment in the epidermis,” he explains. So rather 
than a red or pink hue, erythema may appear vio-
laceous, grey or red brown, depending on the back-
ground skin color.

Failing to appreciate the di�erent appearance of ery-
thema in skin of color raises the risk of confusing pso-
riasis with lichen planus, sarcoidosis or discoid lupus, 
especially the hypertrophic variant. 

As well as the risk of misdiagnosis, he adds, 
“under-appreciation or under detection of the erythema 
component can lead to incorrect assumptions about the 
severity of the lesions.” This is important not only for 
the management of the condition in a patient but also 
for clinical trials where erythema is formally meas-
ured as an EASI score or SCORAD to assess treat-
ment e�cacy.

So, what are his tips for diagnosis?  

EXPAND YOUR COLOR PALETTE TO DETECT DIFFERENT 
RANGES OF ERYTHEMA. Think about how psoriasis 
typically looks across di�erent skin types, include 
violaceous hue, red brown hue and greyish hue. 
Then, rely on other clues such as the quality of the 
scale to con�rm the diagnosis. 

LOOK AT HOW WELL THE LESION IS DEMARCATED.In 
psoriasis, lesions are usually sharply demarcated. 

LOOK AT ANATOMIC DISTRIBUTION OF THE LESIONS. 
This can help point to the correct diagnosis, even 
when the erythema may be di�cult to perceive. 

RISK OF PIGMENTARY CHANGES
Inf lammatory disorders of the skin such as psoria-
sis can be associated with post in�ammatory pigment 
alterations, which raises an important consideration 
when treating patients with skin of color.

“Not only does one have to counsel the patient on 
management of psoriasis plaques themselves, but also 
the pigmentary changes that may result from the pso-
riasis plaques,” says Dr. Alexis. “A plaque may resolve 
with hyperpigmentation or hypopigmentation that can 
be just as impactful for the patient as the psoriasis lesion 
itself. This needs to be included in the discussion with 
the patient. 

“If the psoriasis starts to resolve and leaves behind 
a dark or light-colored spot, the patient may either feel 
that the treatment is not working or making the condi-
tion worse.”

Pigmentary alterations may resolve with time, but 
some patients will �nd them particularly bothersome 
and want them dealt with more quickly. 

Once the psoriasis has resolved, hyperpigmentation 
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Considerations for PsO 
patients with skin of color 
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PsO more significantly 
impacts QoL in patients with 
skin of color due to risk of 
pigmentary changes.

Erythema in skin of color 
can be difficult to detect, 
leading to misdiagnosis, 
underestimation of severity.

Treatment strategy should 
account for increased risk of 
pigmentary changes. 

Quick TAKES

SKIN OF COLOR CONTINUES ON PAGE 34

Clinical features may differ, QoL impact is significant
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“ If the psoriasis starts to resolve and leaves behind a dark or 
light-colored spot, the patient may either feel that the treatment 
is not working or making the condition worse.”
Andrew Alexis, M.D., M.P.H.,  chairman of the department of dermatology and director, Skin of Color Center at Mount Sinai St. Luke’s and Mount Sinai West, New York
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can be treated with a topical retinoid to manage 
both psoriasis and hyperpigmentation or with a 
formula containing topical hydroquinone, such 
as modified Kligman Willis, which contains 
hydroquinone, retinoid and a corticosteroid. 

For patches of hypopigmentation, light-
based therapies are an option for speeding up 
the return of pigments 

“I believe that, if we e� ectively manage the 
underlying psoriasis, we may be able to reduce 
the severity and duration of pigmentary alter-
ation,” says Dr. Alexis. “So, it makes it espe-
cially important not to undertreat this disease 
in darker skinned patients where there is the 
additional burden of pigmentary alterations.”

TREATMENT CONSIDERATIONS
The treatment approach for this group is simi-
lar to treatment for lighter skinned patients, but 
with a few nuances.

For example, while hypopigmentation sec-
ondary to corticosteroid is a risk for all patients, 
its impact is greater and more debilitating in 
darker skinned patients. The duration of cor-
ticosteroid use should, therefore, be limited, 
and clinicians should ensure that patients fully 
understand where and how to apply them and 
not to over apply in order to minimize the risk 
of hypopigmentation, Dr. Alexis says.

When it comes to choice of other topical 

therapies, tolerability is important because irri-
tant dermatitis secondary to the topical ther-
apy could induce more hyper- or hypopigmen-
tation, he adds.

Use of phototherapy and the excimer laser 
risks worsening hyperpigmentation, so patients 
need to be warned about this, says Dr. Alexis, 
and also that phototherapy will promote di� use 
tanning of the skin. Patients may not expect this 
overall darker skin tone, and it may not match 
their personal or cultural view of what their skin 
color should be, he explains.

There are speci� c considerations for choos-
ing a topical regimen for the treatment of scalp 
psoriasis, particularly for women of sub-Saha-
ran African ancestry with Afro-textured hair, 
because of the structural di� erences of the hair 
and the haircare practices they may follow. It 
is important to get the patient’s input, says Dr. 
Alexis. “One has to take into account their hair-
care practices and come up with the regimen 
that is compatible. Hair washing frequency may 
di� er — it tends to be less frequent — and the 
vehicle has to be compatible with their overall 
hairstyle and hair structure.”

For example, if daily hair washing with 
a medicated shampoo is recommended for 
someone with Afro-textured hair that has been 
straightened with a chemical relaxer, frequent 
hair washing may lead to dryness, fragility of 
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hair, breakage or it simply may not be practical 
given the time-consuming after-shampoo hair-
care routine. 

These considerations will impact choice of 
vehicle and dosing frequency of a topical and 
even the threshold for using a non-topical ther-
apy, he says. 

“I have a lower threshold for using systemic 
therapies because of the impact of scalp psori-
asis on this cohort,” he admits, and says there 
is also an argument for having a lower thresh-
old for initiating systemic therapies for plaque 
psoriasis. 

“Given the high rate of pigmentary alter-
ations with topicals, which can be long-last-
ing and disf iguring, appropriate use of sys-
temic agents is key,” he says. “In other words, 
avoiding undertreatment. With undertreat-
ment would come a greater tendency for 
long-standing pigmentary alterations on top of 
the long-standing issues of psoriasis itself.” 
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“ Not only does one have to counsel the patient 
on management of psoriasis plaques themselves, 
but also the pigmentary changes that may result 

from the psoriasis plaques.”
Andrew Alexis, M.D., M.P.H., Mount Sinai West, New York
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A bout one third of psoriasis patients in the United 
States first develop their disease in childhood or 
adolescence. This means there is a significant need 
to find a safe and effective treatment for children.   

Currently, pediatric patients with mild-to-moderate psoria-
sis are treated with topical steroids and phototherapy. In severe 
cases, systemic agents may be used off-label, but can often be 
associated with serious adverse events. 

A phase 2 multi-centered open label trial recently published 
in the Journal of the American Academy of Dermatology exam-
ined the safety of apremilast (Otelzla, Celgene Corporation)
when used in children with psoriasis. The study was led by 
Amy Paller, M.D., at Northwestern University and was funded 
by Celgene. 

Children between the ages of 6 and 17 years were enrolled 
in the study. To be included, patients needed to have moder-
ate-to-severe plaque psoriasis (PASI>12, BSA >10%, sPGA >3). 
In addition, participants had to fail conventional therapy with 
topical steroids and phototherapy.

Participants recruited from the United States, Canada and 
Europe received apremilast for 52 weeks with a one-year fol-
low-up period. Patients above 70 kg received the adult dos-
ing of 30 mg twice daily. Children less than 70 kg received a 
reduced dose of 20 mg, twice daily.

The primary endpoint of the study was the safety of the 
medication at two weeks and pharmacokinetics of the drug, 
which were calculated using validated liquid chromatogra-
phy tandem mass spectrometry. The secondary endpoint was 

the taste of the medication, which was measured using a faces 
Likert scale.

A total of 42 patients participated in the study, but 31 
patients (74%) concluded the 52 week study. Of the 11 patients 
(26%) who withdrew from the study, only 2 patients (5%) did 
so due to adverse events. Researchers found that apremilast 
reached its maximal serum levels two to three hours after inges-
tion. Most patients didn’t dislike the taste of the medication 
with only five participants reporting negatively on the faces 
Likert scale.

The safety of apremilast has been extensively reported in 
adults with psoriasis, but studies have been lacking in children. 
This open label phase 2 trial suggests that the safety observed 
in adults may be reproducible in children. The authors empha-
size that finding safe, systemic options for pediatric patients is 
vital, as the patient population’s treatment course can last for 
many years, compounding the risk of adverse events.

For now, most systemic therapies, including methotrexate, 
acitretin, TNF inhibitors and other biologics, are used off-la-
bel; however, many of these treatments have serious side effects 
that limit their use. The importance of finding durable, safe 
treatment options for children with psoriasis is paramount. 
This study shows encouraging findings that suggest apremi-
last has the same safety in children that it does in adults. �
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Apremilast appears safe  
for children with psoriasis 

Finding safe, systemic options for pediatric patients is vital ... [their] treatment 
course can last for many years, compounding risk of adverse events.” 
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There is a significant 
need to find safe, 
effective treatments 
for children. 

Participants 
received adult or 
reduced dosing 
based on weight.

Improvement in 
adults on apremi-
last could be repro-
duced in children. 
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D ermavant is a company with a mission to � ll 
gaps in e� ective treatment, patients’ experience 
and dermatologists’ expectations.  

The company says its pipeline of products 
are innovative investigational drugs that target conditions 
for which there are either no e� ective treatments, or for 
treatments that are limited or have drawbacks. Dermavant 
works with dermatologists and patients to understand what 
they need and want from treatments so that these require-
ments can be re� ected in its developing portfolio.

Its most exciting and advanced product, tapinarof, is 
potentially the � rst novel topical for psoriasis in decades, 
as it has the potential to treat patients with psoriasis and 

atopic dermatitis. Tapinarof is a new class of drug, a ther-
apeutic aryl hydrocarbon receptor (AhR) modulating agent 
(TAMA), that has a unique dual mechanism of action — it 
inhibits in� ammatory cytokines and promotes epidermal 
barrier restoration. It has the potential to possibly be used 
continuously and long-term, ful� lling a signi� cant unmet 
need in psoriasis, especially since steroids shouldn’t be 
used in this way.  

“Dermatologists want topical innovation because they 
trust topical products,” says Todd Zavodnick, chief exec-
utive o�  cer of Dermavant, Long Beach, Calif. “As there 
is limited-to-no systemic absorption, we believe dermatol-
ogists will trust tapinarof, giving the product the chance 
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Topical development 
includes tapinarof for 

PsO, AD and cerdulati-
nib for vitiligo, AD.

Company investi-
gates combination 
oxybutynin, pilocar-

pine as oral thera-
py for primary focal 

hyperhidrosis. 
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7.5 Million

Im
a

g
e:

 ©
О

ль
га

 Те
рн

ав
ск

ая
/S

to
c

k.
A

d
o

b
e.

c
o

m

DT1119_038,039_CEO Editiorial dermavant.indd   38 11/1/19   2:17 PM



to become an important treatment option for 
patients suffering from plaque psoriasis and 
atopic dermatitis.” 

And up to this point, the clinical data sup-
port tapinarof ’s potential. The results of two 
phase 2b trials published in the Journal of the 
American Academy of Dermatology found tap-
inarof cream to be e�cacious and well tolerated 
in patients with psoriasis and atopic dermati-
tis.1,2 So far there is data on over 600 patients — 
a large quantity for the phase 2b stage, points 
out Zavodnick, and the pivotal phase 3 psori-
asis trials. PSOARING 1 and PSOARING 2 
have begun.

The vehicle for tapinarof is a “cosmetically 
elegant cream,” rather than an ointment or gel, 
which is another advantage, Zavodnick says. 
“You can never underestimate the bene�t of the 
product’s vehicle in dermatology. People want 
something that is elegant, goes on smoothly 
and vanishes into their skin. They want some-
thing that won’t ruin their clothing or impede 
their daily activities.”

Despite this promising and primary prod-
uct candidate in tapinarof, Dermavant is not a 
one-trick pony. The company has several other 
exciting and innovative products in its pipe-
line.3 The next, most progressed is cerdulat-
inib, which has the potential to be approved 
for atopic dermatitis and vitiligo, a disease in 
which there are no approved treatments cur-
rently available. Cerdulatinib, a cosmetically 
elegant topical gel formulation, is a potential 
�rst-in-class dual inhibitor of the spleen tyros-
ine kinase (Syk) and Janus kinase (JAK) path-
ways. Cerdulatinib targets in�ammation in two 
ways. Not only is in�ammation reduced by the 
JAK inhibitor component, the Syk component 
shuts in�ammation o� upstream, and making 
it unique in comparison to other JAK products 
currently in development. 

Both tapinarof and cerdulatinib are novel 
chemical entities, which means they would be 

granted long patent lives if introduced into the 
United States and other markets.

Also being assessed clinically is a combina-
tion of two existing therapeutic entities — the 
muscarinic antagonist, oxybutynin, and mus-
carinic agonist, pilocarpine — in an oral formu-
lation for primary focal hyperhidrosis. Although 
oxybutynin works extremely well used as mon-
otherapy, it does cause patients to have dry 
mouth, which some may see has a limiting fac-
tor. However, Dermavant is working on a novel 
way to reduce the dry mouth issue by adding 
pilocarpine to the formulation, a saliva stimula-
tor that is designed to signi�cantly reduce dry 
mouth without reducing overall e�cacy. As the 
product is based on existing active compounds, 
it could get to market faster to o�er patients and 
physicians another alternative to topical, laser 
and Botox therapy. Although a glycopyrrolate 
wipe was approved in 2018 for the treatment of 
axillary hyperhidrosis, there are currently no 
oral therapies approved by the U.S. Food and 
Drug Administration to treat hyperhidrosis.

Finally, Dermavant has an early-stage pre-
clinical asset with a novel mechanism of action 
for acne. 

Dermavant was established in 2016 and is 
a subsidiary of the research and development 
company Roivant Sciences in New York, which 
is made up of Roivant Pharma and Roivant 
Health.4 Roivant Pharma is the parent com-
pany of a number of subsidiaries, each focus-
ing on a speci�c medical area. Dermavant is 
one of the 16 private subsidiaries, and there are 
also three publicly traded companies.

Being part of the Roivant family has been a 
strategic advantage for Dermavant as a start-up 
because it has been funded by the parent com-
pany, says Zavodnick. Its sta� have experience 
working in companies which are key players 
in dermatology, such as Galderma, Revance 
and P�zer, and on all four continents, so they 
understand di�erent skin types. 

“I have seen companies come and go glob-
ally,” says Zavodnick, who himself has 20+ 
years’ experience in the dermatology sector, 
with both medical and aesthetic products. 
“The reason why I am here is because we’ve 
got great innovative products that we can build 
a company around with truly great people,” he 
says. 

“A lot of small start-up companies don’t 
succeed because they’re not developing novel 
products and not focusing on the right disease 
areas,” says Zavodnick. “I believe you can build 
a company in dermatology today around pso-
riasis, atopic dermatitis, vitiligo, hyperhidrosis 
and other unmet need disease areas.”

What gives Dermavant an advantage, he 
says, is that it not only has a pipeline of inno-
vative products, its most exciting and advanced 
product, tapinarof, targets both atopic dermati-
tis and psoarisis — the two biggest conditions 
in dermatology. In the United States alone, 
psoriasis a�ects approximately 7.5 million peo-
ple and atopic dermatitis approximately 28 mil-
lion people. Together, these conditions repre-
sent 70% of the entire $28-$29 billion global 
medical dermatology pharmaceutical market. 

To be successful, start-ups “have to deliver 
true innovation and deliver something truly 
unique,” he emphasises. “Tapinarof and cer-
dulatinib are both innovative products in the 
disease states of psoriasis, atopic dermatitis 
and vitiligo. That’s what makes us special. I 
really believe that we are the next big thing in 
dermatology.” �
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“ As there is limited-to-no systemic absorption,  
we believe dermatologists will trust tapinarof,  

giving the product the chance to become  
an important treatment option.”

Todd Zavodnick, chief executive o�cer of Dermavant, Long Beach, Calif.

DT1119_038,039_CEO Editiorial dermavant.indd   39 11/1/19   2:17 PM



Adult AD burden higher 
than many realize

atopic dermatitis

Two recent studies — one looking at atopic der-
matitis prevalence and disease severity in U.S. 
adults and another at the burden of adult atopic 
dermatitis throughout Europe — suggest adult 

atopic dermatitis is much more common, severe and burden-
some to people’s quality of life, mental health and productiv-
ity than many might realize. 

ADULT ATOPIC DERMATITIS IN AMERICA
Atopic dermatitis prevalence in the U.S. adult population 

is 7.3%, according to a study published March 2019 in the 
Journal of Investigative Dermatology.1

The population study of 1,278 surveyed adults con� rms 
prevalence estimates from previous studies of the CDC’s 
National Health Interview Study, according to study author 
Jonathan Silverberg, M.D., Ph.D., M.P.H., director of the 
Northwestern Medicine Eczema Center and Contact Der-
matitis Clinic, Northwestern Memorial Hospital, Chicago.

The new data might surprise dermatologists and other 
providers who thought that moderate-to-severe atopic der-
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Study indicates 
how psychological suf-
fering co-mingles with 

atopic dermatitis.

Statistics emphasize 
need for tighter disease 

control.
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moderate disease. 

4.71vs0.97
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Dermatology Life 
Quailty Index score 
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atopic dermatitis 
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who reported 
disease onset 
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prevalence 
of atopic 
dermatitis 
in U.S. adult 
population.

70% 7.3%
Adult women 
more likely 
than men to 
have atopic 
dermatitis. 

Adult AD FACTOIDS SOURCE: Chiesa fuxench ZC, Block JK, Boguniewicz M, et al. Atopic Dermatitis in America 
Study: A Cross-Sectional Study Examining the Prevalence and Disease Burden of Atopic 
Dermatitis in the US Adult Population. J Invest Dermatol. 2019;139(3):583-590.
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matitis was primarily a pediatric disease. 
More than 16% of those surveyed who had 

atopic dermatitis reported disease onset at or 
after 18 years of age. And adult women were 70% 
more likely than men to have atopic dermatitis. 

“The study demonstrates that the proportion 
of adults with moderate-to-severe atopic derma-
titis is higher compared to children,” Dr. Silver-
berg says.

The prevalence and severity of atopic derma-
titis trumps that of many other dermatologic dis-
eases in adults, according to study author Joel M. 
Gelfand, M.D., M.S.C.E., professor of dermatol-
ogy, Penn Medicine, Philadelphia. 

“If you compare atopic dermatitis in adults to 
psoriasis, the prevalence of psoriasis in the adult 
population is about 2-4% and roughly 20% have 
moderate-to-severe disease,” Dr. Gelfand says.

While many adults in this country with atopic 
dermatitis have mild disease — about 60% in the 
study published this year — 28.9% had moderate 
and 11% had severe atopic dermatitis.

Based on their � ndings, the authors estimate 
that 16.5 million U.S. adults have atopic der-
matitis and 6.6 million meet criteria for moder-
ate-to-severe disease. 

Not surprisingly, the more severe the atopic 
dermatitis, the bigger the negative impact on 
quality of life, according to the authors. 

“There is a major burden of atopic dermati-
tis on quality of life and mental health in adults,” 
says Dr. Silverberg. 

Those surveyed with atopic dermatitis 
reported an average Dermatology Life Quality 
Index score of 4.71 compared to 0.97 among 
controls. While even the 4.71 score indicates 
what the authors call a small e� ect on quality of 
life, when the authors strati� ed by disease sever-
ity, they found people with severe atopic der-
matitis were eight times more likely than those 
with mild-to-moderate disease to report a mod-
erate-to-severe e� ect on life quality.

Those with atopic dermatitis were also 
more likely than controls to report anxiety or 
depression. 

The data highlight for dermatologists the bur-
den atopic dermatitis has on patients’ well-being, 
according to Dr. Gelfand. 

“It shows how psychological suf fering 

co-mingles with atopic dermatitis. Anxiety and 
depression may aggravate inf lammatory dis-
eases like eczema. Similarly, having eczema may 
aggravate and induce anxiety and depression in 
patients. It’s an arrow we think goes both ways,” 
says Dr. Gelfand. 

The results emphasize the need for tighter 
disease control, says Dr. Silverberg. 

“Improved understanding of the burden of 
atopic dermatitis helps to identify unmet needs 
in disease management and opportunities for 
improved therapeutic intervention. Recogni-
tion that atopic dermatitis is associated with a 
high disease burden is also important for future 
resource allocation,” says Dr. Silverberg. 

WHAT EUROPEAN DATA OFFERS
Adult atopic dermatitis patients throughout 
Europe report the disease signi� cantly impacts 
their health, health-related quality-of-life, pro-
ductivity, activities and healthcare utilization, 
according to a newly published study in the Jour-
nal of the American Academy of Dermatology.2

Researchers referred to data from the 2016 
National Health and Wellness Survey conducted 
in France, Germany, Italy, Spain and the U.K.

They analyzed not only atopic dermatitis 
patients and non-atopic-dermatitis adult con-
trols but also a subset of inadequately-controlled 
atopic dermatitis patients. 

THE AUTHORS FOUND:
  Nearly 13% of controls self-reported depres-
sion, versus 25.8% of those with atopic der-
matitis and 36.2% of people with inadequate-
ly-controlled atopic dermatitis. 

  More than 14% of controls reported anxiety 
compared to nearly 32% of those with atopic 
dermatitis and nearly 52% of those with inad-
equately-controlled disease. 

  Health-related quality of life scores were lower 
in patients with atopic dermatitis than in con-
trols, with the lowest scores among those with 
inadequately-controlled atopic dermatitis. 

  More than half, about 57%, of inadequately 
controlled patients reported work impair-

ment, compared to 23.7% of controls. And 
nearly 52% of inadequately-controlled atopic 
dermatitis patients reported activity impair-
ment compared to 26.5% of controls. 

  More than 21% of atopic dermatitis patients 
and 37.9% of those with inadequately-con-
trolled disease said they went to the emer-
gency department once or more often in the 
last six months, compared to 16.5% of con-
trols. Patients with atopic dermatitis were also 
more likely than those without the disease to 
visit clinicians
“These findings demonstrate the burden 

of eczema on how people function globally,” 
says Dr. Gelfand, a senior author on this paper. 
“We know [eczema] waxes and wanes. Some-
times people are more in remission and some-
times they’re more in � air states. Certainly, when 
eczema is not controlled, the burden goes up. So 
it’s a rollercoaster ride for patients.”

An important take-home message from both 
papers, according to Dr. Gelfand, is the need for 
dermatologists to � nd better ways to do outreach 
to patients and let them know about today’s e� ec-
tive treatment options. 
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“ There is a major burden of atopic dermatitis 
on quality of life and mental health in adults.”
 Jonathan Silverberg, M.D., Ph.D., M.P.H., Northwestern Memorial Hospital, Chicago 
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PSORIATIC ARTHRITIS 

In PALACETM 1 
38% ACR20 response with Otezla® (apremilast) 30 mg
twice daily (n = 168) vs 19% with placebo (n = 168) 

at week 16 (primary endpoint; P = 0.0001)

Significant joint improvement1-3

In ESTEEM® 1 
33% PASI-75 response with Otezla 30 mg

twice daily (n = 562) vs 5% with placebo (n = 282)
at week 16 (primary endpoint; P < 0.0001)

 Significant skin improvement1,4

MODERATE TO SEVERE PLAQUE PSORIASIS

•   Evaluated in a multicenter, double-blind, placebo-controlled 
trial. Patients with moderate to severe plaque psoriasis 
(N = 844) were randomized 2:1 to Otezla 30 mg twice daily 
or placebo for 16 weeks after a 5-day titration1,4

•   At week 16, all patients originally assigned to placebo 
transitioned to Otezla 30 mg twice daily. At week 32, 
some patients originally randomized to Otezla were, 
based on clinical response, re-randomized to Otezla 
or placebo. Those re-randomized to placebo restarted 
Otezla 30 mg twice daily at loss of response, but no later 
than week 521,4

•   Selected inclusion criteria: Age ≥18 years, BSA involvement 
≥10%, sPGA ≥3, PASI score ≥12, candidates for phototherapy 
or systemic therapy1

•   Patients entering a long-term extension phase could be 
treated through 5 years4

ESTEEM clinical development program

•   Otezla was studied in 3 randomized, double-blind, placebo-
controlled trials of similar design 

•   Adult patients (N = 1493) with psoriatic arthritis for at least 6 
months, now with active psoriatic arthritis (≥3 swollen joints and 
≥3 tender joints) despite prior or current DMARD therapy, were 
randomized 1:1:1 to placebo, Otezla 20 mg, or Otezla 30 mg 
given twice daily, after an initial 5-day titration  

•   Patients who were therapeutic failures of >3 agents for 
psoriatic arthritis (small molecules or biologics) or >1 biologic 
TNF-α inhibitor were excluded 

•   Placebo-controlled efficacy data were collected and analyzed 
through week 24. Placebo nonresponders at week 16 were 
re-randomized to either 20 mg twice daily or 30 mg twice daily 
Otezla. At week 24, all remaining patients receiving placebo 
were re-randomized to either 20 mg twice daily or 30 mg twice 
daily. Patients treated with Otezla remained on their initial 
treatment. Patients entering a long-term extension phase could 
be treated through 5 years 

•   65% of patients received concomitant therapy with at least one 
DMARD, including 55% methotrexate 

PALACE 1-3 clinical development program1,2

* The efficacy and safety of Otezla in psoriatic arthritis was evaluated 
in 3 multicenter, randomized, double-blind, placebo-controlled 
phase 3 trials in adult patients with active psoriatic arthritis (N = 1493). 
Patients were randomized 1:1:1 to either Otezla 30 mg twice daily, 
Otezla 20 mg twice daily, or placebo for 24 weeks, after a 5-day 
titration period.1-3

In PALACE 1, Otezla significantly increased ACR20 response (n = 168) 
at week 16 (primary endpoint) vs placebo (n = 168) (38% vs 19%; 
P = 0.0001).1-3

Safety profile: The most common adverse reactions (≥5%) were 
diarrhea, nausea, and headache.1

† The efficacy and safety of Otezla in plaque psoriasis was evaluated 
in 2 multicenter, double-blind, placebo-controlled trials of similar 
design. Patients with moderate to severe plaque psoriasis (N = 1257) 
were randomized 2:1 to Otezla 30 mg twice daily or placebo for 16 
weeks after a 5-day titration.1,4,5

In ESTEEM 1, Otezla significantly increased PASI-75 response (n = 562) 
at week 16 (primary endpoint) vs placebo (n = 282) (33% vs 5%; 
P < 0.0001).1,4

Safety profile: The most common adverse reactions (≥5%) 
were diarrhea, nausea, upper respiratory tract infection, tension 
headache, and headache.1,4 
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ACR, American College of Rheumatology; BSA, body surface area; DMARD, disease-modifying antirheumatic drug; ESTEEM, Efficacy and Safety Trial Evaluating the 
Effects of Apremilast in Psoriasis; PALACE, Psoriatic Arthritis Long-Term Assessment of Clinical Efficacy; PASI, Psoriasis Area and Severity Index; sPGA, static Physician 
Global Assessment; TNF, tumor necrosis factor.

Otezla® is a registered trademark of Celgene Corporation.
© 2019 Celgene Corporation  07/19  US-OTZ-19-0653

References: 1. Otezla [package insert]. Summit, NJ: Celgene Corporation. 2. Data on file, Celgene 
Corporation. 3. Kavanaugh A, Mease PJ, Gomez-Reino JJ, et al. J Rheumatol. 2015;42(3):479-488. 
4. Papp K, Reich K, Leonardi CL, et al. J Am Acad Dermatol. 2015;73(1):37-49. 5. Paul C, Cather J, 
Gooderham M, et al. Br J Dermatol. 2015;173(6):1387-1399.

Adverse Reactions
•  Psoriasis: Adverse reactions reported in ≥5% of patients were (Otezla%, placebo%): diarrhea  (17, 6), nausea (17, 7), upper respiratory tract infection

(9, 6), tension headache (8, 4), and  headache (6, 4)

•  Psoriatic Arthritis: Adverse reactions reported in at least 2% of patients taking Otezla, that  occurred at a frequency at least 1% higher than that 
observed in patients taking placebo, for up  to 16 weeks (after the initial 5-day titration), were (Otezla%, placebo%): diarrhea (7.7, 1.6);  nausea (8.9, 3.1); 
headache (5.9, 2.2); upper respiratory tract infection (3.9, 1.8); vomiting (3.2,  0.4); nasopharyngitis (2.6, 1.6); upper abdominal pain (2.0, 0.2)

Use in Specific Populations
•  Pregnancy and Nursing Mothers: Otezla is Pregnancy Category C; it has not been studied in  pregnant women. Use during pregnancy only if the potential 

benefit justifies the potential risk to  the fetus. It is not known whether apremilast or its metabolites are present in human milk.  Caution should be 
exercised when Otezla is administered to a nursing woman

•  Renal Impairment: Otezla dosage should be reduced in patients with severe renal impairment  (creatinine clearance less than 30 mL/min); for details, see 
Dosage and Administration,  Section 2, in the Full Prescribing Information

Please turn the page for Brief Summary of Full Prescribing Information.

INDICATIONS
• Otezla® (apremilast) is indicated for the treatment of adult patients with active psoriatic arthritis
•  Otezla is indicated for the treatment of patients with moderate to severe plaque  psoriasis who are 

candidates for phototherapy or systemic therapy

Otezla: the ONLY ORAL treatment indicated for 
psoriatic arthritis and plaque psoriasis1

IMPORTANT SAFETY INFORMATION
Contraindications
•  Otezla® (apremilast) is contraindicated in patients with a known hypersensitivity to apremilast  or to any of the excipients in the formulation

Warnings and Precautions
•  Diarrhea, Nausea and Vomiting: Cases of severe diarrhea, nausea, and vomiting were  associated with the use of Otezla. Most events occurred within 

the first few weeks of treatment.  In some cases patients were hospitalized. Patients 65 years of age or older and patients taking  medications that 
can lead to volume depletion or hypotension may be at a higher risk of  complications from severe diarrhea, nausea, or vomiting. Monitor patients 
who are more  susceptible to complications of diarrhea or vomiting; advise patients to contact their healthcare  provider. Consider Otezla dose 
reduction or suspension if patients develop severe diarrhea,  nausea, or vomiting

•  Depression: Carefully weigh the risks and benefits of treatment with Otezla for patients with a  history of depression and/or suicidal thoughts/behavior, or in 
patients who develop such  symptoms while on Otezla. Patients, caregivers, and families should be advised of the need to be  alert for the emergence or 
worsening of depression, suicidal thoughts or other mood changes,  and they should contact their healthcare provider if such changes occur

–  Psoriasis: Treatment with Otezla is associated with an increase in depression. During clinical  trials, 1.3% (12/920) of patients reported depression 
compared to 0.4% (2/506) on placebo;  Depression was reported as serious in 0.1% (1/1308) of patients exposed to Otezla, compared  to none in 
placebo-treated patients (0/506). Suicidal behavior was observed in 0.1% (1/1308)  of patients on Otezla, compared to 0.2% (1/506) on placebo. One 
patient treated with Otezla  attempted suicide; one patient on placebo committed suicide

–  Psoriatic Arthritis: Treatment with Otezla is associated with an increase in depression. During  clinical trials, 1.0% (10/998) reported depression or 
depressed mood compared to 0.8%  (4/495) treated with placebo. Suicidal ideation and behavior was observed in 0.2% (3/1441)  of patients on Otezla, 
compared to none in placebo treated patients. Depression was reported  as serious in 0.2% (3/1441) of patients exposed to Otezla, compared to none 
in placebo treated  patients (0/495). Two patients who received placebo committed suicide compared to none  on Otezla

•  Weight Decrease: Monitor body weight regularly; evaluate unexplained or clinically significant  weight loss, and consider discontinuation
of Otezla

–  Psoriasis: Body weight loss of 5-10% occurred in 12% (96/784) of patients treated with Otezla  and in 5% (19/382) of patients treated with placebo. 
Body weight loss of ≥10% occurred in 2%  (16/784) of patients treated with Otezla compared to 1% (3/382) of patients treated with placebo

–  Psoriatic Arthritis: Body weight loss of 5-10% was reported in 10% of patients taking Otezla and  in 3.3% of patients taking placebo

•  Drug Interactions: Apremilast exposure was decreased when Otezla was co-administered with  rifampin, a strong CYP450 enzyme inducer; loss of Otezla 
efficacy may occur. Concomitant use  of Otezla with CYP450 enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine,  phenytoin) is not recommended

With a proven efficacy and safety profile, oral dosing, and no label-required lab
monitoring, Otezla is a treatment experience patients can respond to.*†
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PSORIATIC ARTHRITIS 

In PALACETM 1 
38% ACR20 response with Otezla® (apremilast) 30 mg
twice daily (n = 168) vs 19% with placebo (n = 168) 

at week 16 (primary endpoint; P = 0.0001)

Significant joint improvement1-3

In ESTEEM® 1 
33% PASI-75 response with Otezla 30 mg

twice daily (n = 562) vs 5% with placebo (n = 282)
at week 16 (primary endpoint; P < 0.0001)

 Significant skin improvement1,4

MODERATE TO SEVERE PLAQUE PSORIASIS

•   Evaluated in a multicenter, double-blind, placebo-controlled 
trial. Patients with moderate to severe plaque psoriasis 
(N = 844) were randomized 2:1 to Otezla 30 mg twice daily 
or placebo for 16 weeks after a 5-day titration1,4

•   At week 16, all patients originally assigned to placebo 
transitioned to Otezla 30 mg twice daily. At week 32, 
some patients originally randomized to Otezla were, 
based on clinical response, re-randomized to Otezla 
or placebo. Those re-randomized to placebo restarted 
Otezla 30 mg twice daily at loss of response, but no later 
than week 521,4

•   Selected inclusion criteria: Age ≥18 years, BSA involvement 
≥10%, sPGA ≥3, PASI score ≥12, candidates for phototherapy 
or systemic therapy1

•   Patients entering a long-term extension phase could be 
treated through 5 years4

ESTEEM clinical development program

•   Otezla was studied in 3 randomized, double-blind, placebo-
controlled trials of similar design 

•   Adult patients (N = 1493) with psoriatic arthritis for at least 6 
months, now with active psoriatic arthritis (≥3 swollen joints and 
≥3 tender joints) despite prior or current DMARD therapy, were 
randomized 1:1:1 to placebo, Otezla 20 mg, or Otezla 30 mg 
given twice daily, after an initial 5-day titration  

•   Patients who were therapeutic failures of >3 agents for 
psoriatic arthritis (small molecules or biologics) or >1 biologic 
TNF-α inhibitor were excluded 

•   Placebo-controlled efficacy data were collected and analyzed 
through week 24. Placebo nonresponders at week 16 were 
re-randomized to either 20 mg twice daily or 30 mg twice daily 
Otezla. At week 24, all remaining patients receiving placebo 
were re-randomized to either 20 mg twice daily or 30 mg twice 
daily. Patients treated with Otezla remained on their initial 
treatment. Patients entering a long-term extension phase could 
be treated through 5 years 

•   65% of patients received concomitant therapy with at least one 
DMARD, including 55% methotrexate 

PALACE 1-3 clinical development program1,2

* The efficacy and safety of Otezla in psoriatic arthritis was evaluated 
in 3 multicenter, randomized, double-blind, placebo-controlled 
phase 3 trials in adult patients with active psoriatic arthritis (N = 1493). 
Patients were randomized 1:1:1 to either Otezla 30 mg twice daily, 
Otezla 20 mg twice daily, or placebo for 24 weeks, after a 5-day 
titration period.1-3

In PALACE 1, Otezla significantly increased ACR20 response (n = 168) 
at week 16 (primary endpoint) vs placebo (n = 168) (38% vs 19%; 
P = 0.0001).1-3

Safety profile: The most common adverse reactions (≥5%) were 
diarrhea, nausea, and headache.1

† The efficacy and safety of Otezla in plaque psoriasis was evaluated 
in 2 multicenter, double-blind, placebo-controlled trials of similar 
design. Patients with moderate to severe plaque psoriasis (N = 1257) 
were randomized 2:1 to Otezla 30 mg twice daily or placebo for 16 
weeks after a 5-day titration.1,4,5

In ESTEEM 1, Otezla significantly increased PASI-75 response (n = 562) 
at week 16 (primary endpoint) vs placebo (n = 282) (33% vs 5%; 
P < 0.0001).1,4

Safety profile: The most common adverse reactions (≥5%) 
were diarrhea, nausea, upper respiratory tract infection, tension 
headache, and headache.1,4 
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ACR, American College of Rheumatology; BSA, body surface area; DMARD, disease-modifying antirheumatic drug; ESTEEM, Efficacy and Safety Trial Evaluating the 
Effects of Apremilast in Psoriasis; PALACE, Psoriatic Arthritis Long-Term Assessment of Clinical Efficacy; PASI, Psoriasis Area and Severity Index; sPGA, static Physician 
Global Assessment; TNF, tumor necrosis factor.

Otezla® is a registered trademark of Celgene Corporation.
© 2019 Celgene Corporation  07/19  US-OTZ-19-0653

References: 1. Otezla [package insert]. Summit, NJ: Celgene Corporation. 2. Data on file, Celgene 
Corporation. 3. Kavanaugh A, Mease PJ, Gomez-Reino JJ, et al. J Rheumatol. 2015;42(3):479-488. 
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Adverse Reactions
•  Psoriasis: Adverse reactions reported in ≥5% of patients were (Otezla%, placebo%): diarrhea  (17, 6), nausea (17, 7), upper respiratory tract infection

(9, 6), tension headache (8, 4), and  headache (6, 4)

•  Psoriatic Arthritis: Adverse reactions reported in at least 2% of patients taking Otezla, that  occurred at a frequency at least 1% higher than that 
observed in patients taking placebo, for up  to 16 weeks (after the initial 5-day titration), were (Otezla%, placebo%): diarrhea (7.7, 1.6);  nausea (8.9, 3.1); 
headache (5.9, 2.2); upper respiratory tract infection (3.9, 1.8); vomiting (3.2,  0.4); nasopharyngitis (2.6, 1.6); upper abdominal pain (2.0, 0.2)

Use in Specific Populations
•  Pregnancy and Nursing Mothers: Otezla is Pregnancy Category C; it has not been studied in  pregnant women. Use during pregnancy only if the potential 

benefit justifies the potential risk to  the fetus. It is not known whether apremilast or its metabolites are present in human milk.  Caution should be 
exercised when Otezla is administered to a nursing woman

•  Renal Impairment: Otezla dosage should be reduced in patients with severe renal impairment  (creatinine clearance less than 30 mL/min); for details, see 
Dosage and Administration,  Section 2, in the Full Prescribing Information

Please turn the page for Brief Summary of Full Prescribing Information.

INDICATIONS
• Otezla® (apremilast) is indicated for the treatment of adult patients with active psoriatic arthritis
•  Otezla is indicated for the treatment of patients with moderate to severe plaque  psoriasis who are 

candidates for phototherapy or systemic therapy

Otezla: the ONLY ORAL treatment indicated for 
psoriatic arthritis and plaque psoriasis1

IMPORTANT SAFETY INFORMATION
Contraindications
•  Otezla® (apremilast) is contraindicated in patients with a known hypersensitivity to apremilast  or to any of the excipients in the formulation

Warnings and Precautions
•  Diarrhea, Nausea and Vomiting: Cases of severe diarrhea, nausea, and vomiting were  associated with the use of Otezla. Most events occurred within 

the first few weeks of treatment.  In some cases patients were hospitalized. Patients 65 years of age or older and patients taking  medications that 
can lead to volume depletion or hypotension may be at a higher risk of  complications from severe diarrhea, nausea, or vomiting. Monitor patients 
who are more  susceptible to complications of diarrhea or vomiting; advise patients to contact their healthcare  provider. Consider Otezla dose 
reduction or suspension if patients develop severe diarrhea,  nausea, or vomiting

•  Depression: Carefully weigh the risks and benefits of treatment with Otezla for patients with a  history of depression and/or suicidal thoughts/behavior, or in 
patients who develop such  symptoms while on Otezla. Patients, caregivers, and families should be advised of the need to be  alert for the emergence or 
worsening of depression, suicidal thoughts or other mood changes,  and they should contact their healthcare provider if such changes occur

–  Psoriasis: Treatment with Otezla is associated with an increase in depression. During clinical  trials, 1.3% (12/920) of patients reported depression 
compared to 0.4% (2/506) on placebo;  Depression was reported as serious in 0.1% (1/1308) of patients exposed to Otezla, compared  to none in 
placebo-treated patients (0/506). Suicidal behavior was observed in 0.1% (1/1308)  of patients on Otezla, compared to 0.2% (1/506) on placebo. One 
patient treated with Otezla  attempted suicide; one patient on placebo committed suicide

–  Psoriatic Arthritis: Treatment with Otezla is associated with an increase in depression. During  clinical trials, 1.0% (10/998) reported depression or 
depressed mood compared to 0.8%  (4/495) treated with placebo. Suicidal ideation and behavior was observed in 0.2% (3/1441)  of patients on Otezla, 
compared to none in placebo treated patients. Depression was reported  as serious in 0.2% (3/1441) of patients exposed to Otezla, compared to none 
in placebo treated  patients (0/495). Two patients who received placebo committed suicide compared to none  on Otezla

•  Weight Decrease: Monitor body weight regularly; evaluate unexplained or clinically significant  weight loss, and consider discontinuation
of Otezla

–  Psoriasis: Body weight loss of 5-10% occurred in 12% (96/784) of patients treated with Otezla  and in 5% (19/382) of patients treated with placebo. 
Body weight loss of ≥10% occurred in 2%  (16/784) of patients treated with Otezla compared to 1% (3/382) of patients treated with placebo

–  Psoriatic Arthritis: Body weight loss of 5-10% was reported in 10% of patients taking Otezla and  in 3.3% of patients taking placebo

•  Drug Interactions: Apremilast exposure was decreased when Otezla was co-administered with  rifampin, a strong CYP450 enzyme inducer; loss of Otezla 
efficacy may occur. Concomitant use  of Otezla with CYP450 enzyme inducers (e.g., rifampin, phenobarbital, carbamazepine,  phenytoin) is not recommended

With a proven efficacy and safety profile, oral dosing, and no label-required lab
monitoring, Otezla is a treatment experience patients can respond to.*†
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Contact your Otezla representative or visit otezlapro.com for a complete list of plans

Otezla® is a registered trademark of Celgene Corporation. 
© 2019 Celgene Corporation  04/19  US-OTZ-19-0305

8 out of 10 commercially insured lives in the US have 
preferred access with no biologic step required for Otezla.1

Otezla is listed as preferred, with 
no biologic step requirement, on:

Aetna Prescription Drug Benefit

Cigna Prescription Drug List

CVS Caremark Formularies*

Express Scripts National Preferred Formulary†

OptumRx  

Prime Therapeutics

UnitedHealthcare  

 Indicates no DMARD or biologic step-edit required.

GETTING OTEZLA
GETS EVEN EASIER

*Basic, Standard, and Advanced Control Formularies.

 † SafeGuardRx® Program has 1 biologic step for patients on certain Otezla indications. 

  DMARD, disease-modifying antirheumatic drug.

 Please see accompanying Brief Summary of Full Prescribing Information.
  Reference: 1. Data on file, Celgene Corporation.
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OTEZLA® (apremilast) tablets, for oral use
The following is a Brief Summary of the Prescribing Information; see Full 
Prescribing Information for complete product information. 
CONTRAINDICATIONS 
OTEZLA is contraindicated in patients with a known hypersensitivity to apremilast or to any of the 
excipients in the formulation [see Adverse Reactions (6.1)].
WARNINGS AND PRECAUTIONS 
Diarrhea, Nausea, and Vomiting: There have been postmarketing reports of severe diarrhea, 
nausea, and vomiting associated with the use of OTEZLA. Most events occurred within the first few 
weeks of treatment. In some cases patients were hospitalized. Patients 65 years of age or older and 
patients taking medications that can lead to volume depletion or hypotension may be at a higher risk 
of complications from severe diarrhea, nausea, or vomiting. Monitor patients who are more 
susceptible to complications of diarrhea or vomiting. Patients who reduced dosage or discontinued 
OTEZLA generally improved quickly. Consider OTEZLA dose reduction or suspension if patients 
develop severe diarrhea, nausea, or vomiting.
Depression: Treatment with OTEZLA is associated with an increase in adverse reactions of 
depression. Before using OTEZLA in patients with a history of depression and/or suicidal thoughts or 
behavior prescribers should carefully weigh the risks and benefits of treatment with OTEZLA in such 
patients. Patients, their caregivers, and families should be advised of the need to be alert for the 
emergence or worsening of depression, suicidal thoughts or other mood changes, and if such 
changes occur to contact their healthcare provider. Prescribers should carefully evaluate the risks and 
benefits of continuing treatment with OTEZLA if such events occur.
Psoriatic arthritis: During the 0 to 16 week placebo-controlled period of the 3 controlled clinical trials, 
1.0% (10/998) of subjects treated with OTEZLA reported depression or depressed mood compared to 
0.8% (4/495) treated with placebo. During the clinical trials, 0.3% (4/1441) of subjects treated with 
OTEZLA discontinued treatment due to depression or depressed mood compared with none in 
placebo treated subjects (0/495). Depression was reported as serious in 0.2% (3/1441) of subjects 
exposed to OTEZLA, compared to none in placebo-treated subjects (0/495). Instances of suicidal 
ideation and behavior have been observed in 0.2% (3/1441) of subjects while receiving OTEZLA, 
compared to none in placebo treated subjects (0/495). In the clinical trials, 2 subjects who received 
placebo committed suicide compared to none in OTEZLA-treated subjects.
Psoriasis: During the 0 to 16 week placebo-controlled period of the 3 controlled clinical trials, 1.3% 
(12/920) of subjects treated with OTEZLA reported depression compared to 0.4% (2/506) treated with 
placebo. During the clinical trials, 0.1% (1/1308) of subjects treated with OTEZLA discontinued 
treatment due to depression compared with none in placebo-treated subjects (0/506). Depression 
was reported as serious in 0.1% (1/1308) of subjects exposed to OTEZLA, compared to none in 
placebo-treated subjects (0/506). Instances of suicidal behavior have been observed in 0.1% (1/1308) 
of subjects while receiving OTEZLA, compared to 0.2% (1/506) in placebo-treated subjects. In the 
clinical trials, one subject treated with OTEZLA attempted suicide while one who received placebo 
committed suicide.
Weight Decrease: During the controlled period of the studies in psoriatic arthritis (PsA), weight 
decrease between 5%-10% of body weight was reported in 10% (49/497) of subjects treated with 
OTEZLA 30 mg twice daily compared to 3.3% (16/495) treated with placebo [see Adverse Reactions 
(6.1)].
During the controlled period of the trials in psoriasis, weight decrease between 5%-10% of body 
weight occurred in 12% (96/784) of subjects treated with OTEZLA compared to 5% (19/382) treated 
with placebo. Weight decrease of ≥10% of body weight occurred in 2% (16/784) of subjects treated 
with OTEZLA 30 mg twice daily compared to 1% (3/382) subjects treated with placebo. 
Patients treated with OTEZLA should have their weight monitored regularly. If unexplained or 
clinically significant weight loss occurs, weight loss should be evaluated, and discontinuation of 
OTEZLA should be considered.
Drug Interaction: Co-administration of strong cytochrome P450 enzyme inducer, rifampin, resulted in 
a reduction of systemic exposure of apremilast, which may result in a loss of efficacy of OTEZLA. 
Therefore, the use of cytochrome P450 enzyme inducers (e.g., rifampin, phenobarbital, 
carbamazepine, phenytoin) with OTEZLA is not recommended [see Drug Interactions (7.1) and
Clinical Pharmacology (12.3)].
ADVERSE REACTIONS: Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in clinical practice.
Psoriatic Arthritis Clinical Trials: OTEZLA was evaluated in 3 multicenter, randomized, double-blind, 
placebo-controlled trials [Studies PsA-1, PsA-2, and PsA-3] of similar design in adult patients with 
active psoriatic arthritis [see Clinical Studies (14.1)]. Across the 3 studies, there were 1493 patients 
randomized equally to placebo, OTEZLA 20 mg twice daily or OTEZLA 30 mg twice daily. Titration 
was used over the first 5 days [see Dosage and Administration (2.1)]. Placebo patients whose tender 
and swollen joint counts had not improved by at least 20% were re-randomized 1:1 in a blinded 
fashion to either OTEZLA 20 mg twice daily or 30 mg twice daily at week 16 while OTEZLA patients 
remained on their initial treatment. Patients ranged in age from 18 to 83 years, with an overall median 
age of 51 years. The majority of the most common adverse reactions presented below occurred 
within the first 2 weeks of treatment and tended to resolve over time with continued dosing. Diarrhea, 
headache, and nausea were the most commonly reported adverse reactions. The most common 
adverse reactions leading to discontinuation for patients taking OTEZLA were nausea (1.8%), 
diarrhea (1.8%), and headache (1.2%). The proportion of patients with psoriatic arthritis who 
discontinued treatment due to any adverse reaction was 4.6% for patients taking OTEZLA 30 mg 
twice daily and 1.2% for placebo-treated patients.

Adverse Reactions Reported in ≥2% of Patients on OTEZLA 30 mg Twice Daily and ≥1% Than 
That Observed in Patients on Placebo on Day 1-5 (Placebo %, OTEZLA %): 
Diarrheaa (1.2%, 9.3%), Nauseaa (1.4%, 7.4%), Headachea (1.8%, 4.8%), Upper respiratory tract 
infectionb (0.6%, 0.6%), Vomitinga (0.4%, 0.8%), Nasopharyngitisb (0.2%, 0.2%), Abdominal pain 
upperb (0.0%, 0.6%).
Adverse Reactions Reported in ≥2% of Patients on OTEZLA 30 mg Twice Daily and ≥1% Than 
That Observed in Patients on Placebo on Day 6-112 (Week 16) (Placebo %, OTEZLA %): 
Diarrheaa (1.6%, 7.7%), Nauseaa (3.1%, 8.9%), Headachea (2.2%, 5.9%), Upper respiratory tract 
infectionb (1.8%, 3.9%), Vomitinga (0.4%, 3.2%), Nasopharyngitisb (1.6%, 2.6%), Abdominal pain 
upperb (0.2%, 2.0%).
a Of the reported gastrointestinal adverse reactions, 1 subject experienced a serious adverse reaction 
of nausea and vomiting in OTEZLA 30 mg twice daily; 1 subject treated with OTEZLA 20 mg twice 
daily experienced a serious adverse reaction of diarrhea; 1 patient treated with OTEZLA 30 mg twice 
daily experienced a serious adverse reaction of headache. b Of the reported adverse drug reactions 
none were serious.
Other adverse reactions reported in patients on OTEZLA in clinical studies including extension 
studies:
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The safety of OTEZLA® was assessed in 1426 subjects in 3 randomized, double-blind, placebo-
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phototherapy or systemic therapy. Subjects were randomized to receive OTEZLA 30 mg twice daily or 
placebo twice daily. Titration was used over the first 5 days [see Dosage and Administration (2.1)].
Subjects ranged in age from 18 to 83 years, with an overall median age of 46 years.
Diarrhea, nausea, and upper respiratory tract infection were the most commonly reported adverse 
reactions. The most common adverse reactions leading to discontinuation for subjects taking 
OTEZLA were nausea (1.6%), diarrhea (1.0%), and headache (0.8%). The proportion of subjects with 
psoriasis who discontinued treatment due to any adverse reaction was 6.1% for subjects treated with 
OTEZLA 30 mg twice daily and 4.1% for placebo treated subjects.
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Bronchitis (0%, 1%), Tooth abscess (0%, 1%), Folliculitis (0%, 1%), Sinus headache (0%, 1%).
*Two subjects treated with OTEZLA experienced serious adverse reaction of abdominal pain. 
Severe worsening of psoriasis (rebound) occurred in 0.3% (4/1184) subjects following discontinuation 
of treatment with OTEZLA.
DRUG INTERACTIONS 
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Mothers: It is not known whether OTEZLA or its metabolites are present in human milk; however 
apremilast was detected in milk of lactating mice. Because many drugs are present in human milk, 
caution should be exercised when OTEZLA is administered to a nursing woman. Pediatric use: The 
safety and effectiveness of OTEZLA in pediatric patients less than 18 years of age have not been 
established. Geriatric use: Of the 1493 subjects who enrolled in Studies PsA-1, PsA-2, and PsA-3 a
total of 146 psoriatic arthritis subjects were 65 years of age and older, including 19 subjects 75 years 
and older. No overall differences were observed in the safety profile of elderly subjects ≥65 years of 
age and younger adult subjects <65 years of age in the clinical studies. Of the 1257 subjects who 
enrolled in two placebo-controlled psoriasis trials (PSOR 1 and PSOR 2), a total of 108 psoriasis 
subjects were 65 years of age and older, including subjects who were 75 years of age and older. No 
overall differences were observed in the efficacy and safety in elderly subjects ≥65 years of age and 
younger adult subjects <65 years of age in the clinical trials. Renal Impairment: Apremilast 
pharmacokinetics were characterized in subjects with mild, moderate, and severe renal impairment as 
defined by a creatinine clearance of 60-89, 30-59, and less than 30 mL per minute, respectively, by 
the Cockcroft–Gault equation. While no dose adjustment is needed in patients with mild or moderate 
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A topic dermatitis affects an estimated 2% to 3% of 
elderly people. And while adults 60 and older tend 
to have a distinct atopic dermatitis presentation and 
important comorbidities, dermatologists treating 

these patients find lacking evidence on how to diagnose and best 
treat atopic dermatitis in the elderly, according to a review pub-
lished March 21, 2019 in the British Journal of Dermatology.

“Elderly patients with [atopic dermatitis] rarely achieve 
complete disease remission, and many affected patients even-
tually die with the condition,” write Anna De Benedetto, M.D., 
and colleagues at University of Florida College of Medicine, 
Gaineseville, Fla. 

CURRENT RESEARCH 
Elderly atopic dermatitis patients tend to present with the 
reverse sign of lichenified eczema at the antecubital and pop-
liteal fossae, according to the review. 

Aging, alone, likely results in pathophysiologic changes that 
could trigger or worsen atopic dermatitis.  

There’s strong evidence that physical or environmental 
irritation, along with a defective aged epidermal barrier might 
contribute to the development of atopic dermatitis in elderly 
patients. The reduction in skin barrier function associated with 
getting older can exacerbate atopic dermatitis. And older skin 
has a harder time repairing itself than young skin does. 

Immune system changes that occur with age seem linked to 
atopic dermatitis-associated defects but studies haven’t proven 
whether those changes directly impact atopic dermatitis patho-
genesis. Questions remain about whether an aged immune sys-
tem might be less able to defend against pathogens, making the 
elderly more vulnerable to severe and chronic infections, or if 
the decline in innate immune cell function that comes with age 

might increase challenges of treating or curing elderly atopic 
dermatitis patients. 

Pruritis, a common and distressing atopic dermatitis symp-
tom, affects a quarter of U.S. patients older than 65 years, in 
general, who are seen in outpatient clinics. Pruritis, often sec-
ondary to xerosis, is associated with atopic dermatitis and 
other conditions in the elderly. It’s not yet clear if pruritus 
directly impacts atopic dermatitis pathogenesis in the elderly, 
according to the review.

More research is needed to look at aging’s effect on the 
microbiome and how it might impact atopic dermatitis 
pathogenesis.

“Increased [atopic dermatitis] severity in the elderly may be 
related to greater S. aureus colonization and infection due to 
its role in [atopic dermatitis] development in the general pop-
ulation,” write the authors. 

Environment also plays a role, but a slightly different role 
in many elderly atopic dermatitis patients. 

Elderly people with atopic dermatitis tend to be most aller-
gic to pollens and dust mites and less sensitive to foods, fungi 
and animal dander. These older patients often are hypersen-
sitive to fragrance mixes and metals, such as nickel and cobalt, 
the authors write. 

DIAGNOSING AD IN THE 60 AND OLDER PATIENT
Dermatologists might find it difficult to diagnose atopic der-
matitis in elderly patients because these patients tend to have 
more comorbidities and side effects, including pruritus and 
xerosis, from medications. 

“Currently, older patients are diagnosed with atopic dermati-
tis after at least six months of symptom assessment and exclusion 
of other conditions, including cutaneous T cell lymphoma, aller-

LISETTE HILTON | Staff Correspondent
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gic contact dermatitis, drug reactions, and chronic idiopathic or 
secondary erythroderma,” according to the authors.   

Dermatologists and others treating these patients need 
clearer diagnostic criteria, according to the review. 

CONSIDERATIONS FOR TREATING AD IN ELDERLY
Much about how to best treat atopic dermatitis in 60 and older 
patients remains unclear. It’s a challenge to treat elderly patients 
according to standardized guidelines for general atopic der-
matitis treatment because dermatologists and others need to 
consider comorbidities and medications these patients might 
already be taking. Some examples: Dermatologists might limit 
cyclosporine use on patients with hypertension and reduced 
kidney function or limit systemic steroid use in patients with 
osteoporosis. Elderly patients have an increased propensity 
for infection, which might cause dermatologists to limit sys-
temic immunosuppressant drugs. And skin thinning and dif-

fuse photoaging might cause doctors to limit even topical ster-
oid treatment in these patients.  

These patients might be candidates for biologic medica-
tions, including dupilumab. The problem is adult clinic tri-
als for medications like these usually only enroll adults up to 
age 65. 

MORE RESEARCH NEEDED
Many studies and clinical guidelines addressing atopic derma-
titis don’t include the elderly or distinguish adults 60 years and 
older as a separate population with its own characteristics and 
needs. Doing so will become more important as the worldwide 
elderly population expands and the burden of “this relatively 
undescribed” disease increases, according to the authors. �

References
1. Williamson S, Merritt J, De benedetto A. Atopic dermatitis in the elderly: a review of clinical and patho-
physiological hallmarks. Br J Dermatol. 2019;.

47
atopic dermatitis

NOVEMBER 2019

Q When did you know 
that you wanted to practice 
dermatology?
Since I started medical school, I knew 
I wanted to be a dermatologist; I have 
always found intriguing that dermatolog-
ic disorders expand across a number of 
disciplines, including infectious diseases, 
internal medicine, rheumatology or oncol-
ogy — just to mention a few. After starting 
my training in dermatology, I further real-
ized the complexity of immunology and 
biology underlying many skin disorders. 

Q What inspired you to 
investigate atopic dermatitis 
in the elderly?  
I have been involved in translational 
research in atopic dermatitis (AD) for sev-
eral years now. AD is a complex chron-
ic disorder that deeply (and negative-
ly) affects the quality of life of patients 
and their family/caregivers. Although AD 
affects up to 20% of children, many adults 
and elderly patients are affected as well. 

On many occasions, I found myself truly 
moved by elderly patients presenting to 

my clinic for “itchy rash.”  One was a very 
nice 92 year-old gentleman who present-
ed in my clinic for evaluation of worsen-
ing AD. He drove for over two hours to seek 
help. The patient had mild AD for all his life, 
but progressively worsened over the past 5 
years. Otherwise, he was in relatively good 
health and very sharp mentally. He could 
not sleep comfortably because the con-
stant itch and pain on the skin; his extremi-
ties were bruised all over; and he was con-
stantly bleeding due to a mix of photo-ag-
ing, long use of topical steroid, scratching 
and anti-coagulant medication. He had 
withdrawn from social activities and even 
avoided seeing his family. He had seen 
many physicians over the years, but he 
was never given much more than just top-
ical steroid and “anti-itch” medications, 
mostly because an unclear diagnosis and 
concern for safety profile of immunosup-
pressive medications at this age. Unfor-
tunately, over the time I witness too many 
similar stories.   

Looking at the literature on atopic der-
matitis in elderly, I realized very little has 
been done for this age group (>65 yo). The 
typical age cut off for clinical trial or mech-
anistic studies is 65, thus elderly patients 
are virtually excluded. In this review article, 
we summarized current knowledge regard-

ing the pathophysiology, diagnosis and 
management of AD in the elderly popula-
tion with the goal to identify areas of insuf-
ficient information to be explored in future 
investigations.

Q What has been the 
proudest moment of your 
career so far? 
This is a very exciting time for AD commu-
nity — there is a lot of excellent research 
going on.  I am actually very proud of my 
research in this field: I like to think it is a 
piece of the big puzzle we need to solve to 
fully understand this complex disease.

The first biologic medication for AD has 
been approved few years ago and we 
have many more therapeutics on the hori-
zon. Each time the patients in the clinic or 
clinical trial tell me that the quality of their 
life has finally improved — that they can 
live their life without worries about AD — it 
is always a special moment for me. Seeing 
patient improving provides that invaluable 
boost to continue my clinical and research 
work with the goal to always provide the 
best care.

Meet the Investigator
Anna De Benedetto, M.D.
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and ethnic skin. “It’s a mix of di� erent projects that 
goes through the unit. It really starts from the ques-
tions being developed in clinic,” Dr. Chien says. 

The relative ease of skin biopsies moreover 
allows laboratory colleagues to 
check for various biomarkers, 
proteins or pathways, seeking 
correlations with what physi-
cians are seeing clinically.

VISIBLE LIGHT
A current project involves visi-
ble light. 

“As dermatologists, we all have 
patients who are quite diligent in terms 
of sun protection, especially folks who 
have had skin cancers,” Dr. Chien says. 

But despite their e� orts, sometimes 
these patients may present with a tan or 
sunburn. To date, most attention has 
targeted ultraviolet (UV) light, par-
ticularly UVB. In addition to UVB, 
the CTReP is exploring the impact of 
visible light (VL) on the skin. 

“Actually, 40% of the radiation that 
reaches our Earth atmosphere consists 
of visible light. But there are no products 
out there that e� ectively protect against 
visible light,” Dr. Chien says. The center 
recruited volunteers to undergo local-
ized VL irradiation of the lower back. 

“Then we tracked the patients over 
time, checking for pigmentation, red-
ness and blistering,” Dr. Chien says. 

VL induced hyperpigmentation in 
dark skin but not light skin, she says. 
At 24 hours post-treatment, genes involved in 
oxidation, immune response and pigmentation 
were upregulated in VL-exposed skin. One week 
post-treatment, VL-induced pigmentation that 
occurred in dark skin correlated with increases 
in chemokine (C-C motif) ligand 18 (CCL18) and 
tyrosinase gene expression.1 

The CTReP also has investigated whether oral 
or topical broccoli sprout extract can protect against 
sun-induced erythema and in� ammation.  These 
studies aim to provide additional and possibly more 
e� ective photoprotection methods for patients.

CELLULAR SKIN THERAPY
Military and other amputees can have difficulty 
wearing prostheses, Dr. Chien says, because stump-
site skin is more fragile and lacks the characteristics 
of volar skin of the hands and feet. Luis Garza, M.D., 
Ph.D., associate professor of dermatology, is explor-
ing whether one can reprogram skin cells to develop 
palm and sole characteristics on stump sites. Such 

skin can better sustain the day-to-day use of a pros-
thesis without breaking down, Dr. Chien says.

PROCEDURAL DERMATOLOGY
“The issue these days in cosmetic dermatology is 
that there are so many injectables and devices. They 
come out fairly quickly. But mechanisms and how 
they really work are not as well known.” 

Colleagues led by Mary Sheu, M.D., assistant 
professor of dermatology, are interested in under-
standing the mechanisms and science behind aes-
thetic procedures.  She found that shortly after 

non-ablative fractional laser treat-
ment, one could use now-proprie-
tary biomarkers to indicate which 
patients would respond better to 
treatment over time. 

Dr. Chien says, “We now know 
that if you hit a certain target early, 
that might give the biggest improve-
ment from an antiaging standpoint.” 

The program collaborates with 
Unilever, which hopes to learn if 
these biomarkers can be targeted 
to improve patients’ skin.2 

ETHNIC SKIN 
“Our patient population is very 
diverse. And a lot of research, espe-
cially in dermatology, has not been 
done on people with ethnic skin 
backgrounds. Some conditions are 
more unique to that population,” 
Dr. Chien says. 

Acne keloidalis nuchae (AKN), 
which presents as hard nodules on 

the back of the scalp in African-American patients, 
is a prime example. Nodules can feel very sore, 
says Dr. Chien, and extend into large keloid-like 
scars on the back of the scalp or neck. 

Experts believe nodules may result from an 
over-exuberant healing reaction to minor in� am-
mation around hair follicles. E� ective treatments 
are lacking, she says, and steroid injections are 
painful. However, researchers led by Crystal 
Aguh, M.D., director of the Ethnic Skin Program, 
have shown that applying UVB with handheld 
devices signi� cantly softened AKN nodules while 
reducing their size and associated symptoms.3

In addition to research and clinical care, com-
munity engagement is another key component of 
this program, which educates local professionals 
and community members on disorders common 
in the ethnic skin population.

MARKERS OF SUCCESS
As part of Johns Hopkins’ educational mission, 

all second- and third-year dermatology residents 
have protected weekly time allotted for research. 
“That’s not in place across the board for all res-
idency training programs,” Dr. Chien says. But 
the dermatology department wanted to ensure that 
residents had some dedicated research time. 

Residents may begin by working with a men-
tor on an ongoing project. “And as they gain 
more experience,” says Dr. Chien, “they start to 
ask their own questions and develop their own 
studies.” 

At any given time, the program has around 45 
active studies. 

Some CTReP investigators with large clinical 
practices have worked on drug-related trials such 
as timolol for infantile hemangiomas. Similarly, 
Shawn Kwatra, M.D., assistant professor of der-
matology and director of the dermatology depart-
ment’s itch clinic, collaborates with pharmaceuti-
cal companies attempting to bring anti-itch drugs 
to market. Lloyd S. Miller, M.D., Ph.D., associ-
ate professor of dermatology, works closely with 
clinical colleagues to recruit patients with eczema 
and psoriasis to examine the role of Staphylococ-
cus aureus in innate immunity, looking for upreg-
ulated immune markers.

Generally, the CTReP focuses on smaller 
investigator-initiated proof-of-concept studies. 

“So far it’s been the philosophy of the depart-
ment and research unit. We felt perhaps those 
studies align better with our academic interests, 
and we have a little more independence in work-
ing on those studies,” Dr. Chien says. 

The center aims to shed light on disease pro-
cesses and markers that can improve treatment. As 
such, Dr. Chien measures success in terms of data 
presented, grants obtained and papers published, 
all of which are growing steadily. 

The department of dermatology will continue 
to expand the CTReP program in response to 
voids faculty members observe in their dermato-
logic care, she says.  CTReP’s goal is one with a 
team-oriented approach, providing resources to 
enable faculty and trainees to conduct studies 
seamlessly and bring their � ndings to the bedside 
to improve patient care. 

References
1. Rainer B, Qi J, Martin J, et al. Visible light-induced hyperpigmentation in human 
skin in vivo occurs in dark, but not in light skin, and is associated with differential 
induction of CCL18 and tyrosinase genes. Society for Investigative Dermatology 
Annual Meeting. May 6-9, 2015. Atlanta.

2. Sheu M. Biomarkers activated with fractionated laser. Photomedicine Society 
Annual Meeting. February 28, 2019. Washington, D.C.

3. Okoye GA, Rainer BM, Leung SG, et al. Improving acne keloidalis nuchae with tar-
geted ultraviolet B treatment: a prospective, randomized, split-scalp comparison 
study. Br J Dermatol. 2014;171(5):1156-63.

Disclosures 
Dr. Chien reports no relevant fi nancial interests. The CTReP has received grants 
from Galderma, Johnson & Johnson, L’Oreal, Kyocera, Lutronic, Mela Sciences, 
Pfi zer, SkinMedica, Unilever and Walgreens Boots Alliance.

48

 Science: Research program aims to uncover more effective treatment options  FROM PAGE 1

Dr. Chien

atopic dermatitis
NOVEMBER 2019

Cutaneous Trans-
lational Research 
Program includes 

studies on a variety 
of topics with the 

goal of improving 
patient care.

Some of the stud-
ies include looking 
at improving pho-

toprotection meth-
ods, reprogram-

ming skin cells on 
stump sites to bet-

ter sustain day-
to-day prosthe-

sis wear, identify-
ing biomarkers to 
target for the best 

antiaging improve-
ments, and more.

Quick TAKES

DT1119_001,48,58-59,68V3.Final.indd   48 11/1/19   3:30 PM



32619070076_4_PG26_ABBVIE HUMIRA PS_FP.indd   49 10/25/19   10:16 AM



atopic dermatitis
50

NOVEMBER 2019

C omplex treatment regimens, involving multiple 
drugs are increasingly used for the management of 
atopic dermatitis, shows a study published in the 
journal Dermatitis.1  

The researchers found significant variation exists in pre-
scribing patterns among doctors managing atopic dermatitis 
and that prescription of some drugs went against dermatology 
guidelines. For example, fewer than half of patients prescribed 
oral antibiotics had any evidence of infection.

To achieve a better understanding of patterns of outpatient 
prescribing and polypharmacy in U.S. patients with atopic 
dermatitis the researchers mined data from the 1993–2015 
National Ambulatory Medical Care Survey — a cross-sectional 
national survey implemented by the National Center for Health 
Statistics via the Centers for Disease Control and Prevention to 
analyze 128,300 pediatric and 623,935 adult outpatient visits. 

They found considerable treatment heterogeneity and poly-
pharmacy in the treatment of both children and adults with 
atopic dermatitis, which increased over time. Between 1993–
2000 and 2011–2015 the proportion of visits to dermatolo-
gists yielding four or more prescriptions increased from 10% 
to 29%, and the proportion of patients receiving multiple pre-
scriptions was higher in visits to primary care practitioners 
than to dermatologists.

While polypharmacy was highest in older patients aged 50 
years or older as expected, it was also common in children 
and young adults. Adults had fairly low rates of outpatient 
appointments for their AD, the study found, suggesting those 
that sought outpatient care tended to have more severe disease 
requiring more aggressive treatment. 

Prescriptions of multiple topical corticosteroids increased 
with age and peaked at ages 40 to 59 years, as did prescrip-
tions for prednisone.

Polypharmacy is associated with substantially increased 
healthcare costs, excess healthcare visits, decreased adher-
ence to treatment, greater treatment burden, and more adverse 
effects and drug interactions.

Some polypharmacy is necessary because of the condi-
tion’s variable disease course, distribution of lesions, severity 
and symptoms, says Jonathan Silverberg, M.D., of the depart-
ment of dermatology, Preventive Medicine, and Medical Social 
Sciences at Feinberg School of Medicine, Northwestern Uni-
versity, Chicago. Furthermore, many patients experience sleep 
disturbances, for which sedating antihistamines are commonly 
prescribed, and some experience depression, anxiety, and pain 
which can also require medication. 

“Atopic dermatitis patients would likely benefit from sim-

plification of treatment regimen, use of fewer treatments, and 
deprescribing treatments that are redundant, ineffective or 
potentially harmful,” adds Dr. Silverberg. 

Compared with other clinicians, dermatologists prescribed 
more topical corticosteroids, more multiple topical corticoster-
oids, more topical calcineurin inhibitors and corticosteroid com-
binations, and more systemic immunosuppressants. Topical cal-
cineurin inhibitors were prescribed much less commonly by der-
matologists than topical corticosteroids which were the most com-
monly prescribed treatment.

“This pattern may reflect physician and/or patient concerns 
about the black box warning assigned to topical calcineurin inhib-
itors by the US Food and Drug Administration,” Dr. Silverberg 
says. “Alternatively, dermatologists may not routinely address long-
term treatment goals and/or consider steroid sparing agents.”

Topical calcineurin inhibitors were rarely prescribed by 
primary care physicians suggesting that they might, he says,  
“benefit from improved education about the use of nonsteroi-
dal treatments in atopic dermatitis.” 

The study also found that antihistamines and prednisone 
were commonly prescribed for atopic dermatitis patients, par-
ticularly for flare-ups of chronic disease.

Oral antihistamines are ineffective for treating itch and 
cutaneous inflammation, so only sedating antihistamines are 
recommended for consideration in atopic dermatitis patients 
with sleep disturbances or atopic comorbidities.  

While some antihistamine prescriptions may have been for 
sleep disturbances and atopic comorbidities, high rates of anti-
histamine use were found in patients without a diagnosis of 
atopic comorbidities. Sleep disturbances were not coded in 
any atopic dermatitis patients but that it’s unlikely all these pre-
scriptions were for this problem, Dr. Silverberg suggests.

Oral antibiotics were prescribed to 7.1% of patients, 
despite fewer than half  having a diagnosis of bacterial infec-
tion (42.1%). 

 “The heterogeneity of atopic dermatitis impacts thera-
peutic decision making and may lead to complex real-world 
treatment regimen and polypharmacy, both of which can lead 
to poor adherence, increased medication costs and adverse 
events,” he says. “In addition, topical and/or oral antibiotics 
are often necessary to treat skin infection in atopic dermatitis. 
However, these may also be used by some clinicians off-label 
to treat atopic dermatitis, which may be problematic in an era 
of growing antibiotic resistance.”�
References
1.   Singh P, Silverberg J. Real-World Outpatient Prescription Patterns for Atopic Dermatitis in the United States.

Dermatitis. 2019 Sep/Oct;30(5):294-299. doi: 10.1097/DER.0000000000000520.

Patients receive more complex 
treatment regimens
INGRID TORJESEN | Staff Correspondent

Researchers sought 
insight into outpa-
tient prescribing.

Polypharmacy was 
highest in older 

patients aged over 
50 years but com-

mon in children 
and young adults.

Antihistamines and 
prednisone were 

commonly pre-
scribed for flare-ups.

Quick TAKES

DT1119_050_Sanofi2.indd   50 11/1/19   2:25 PM



32619070076_4_PG26_ABBVIE HUMIRA PS_FP.indd   51 10/25/19   10:26 AM



Let artistry play a bigger 
role in outlining aesthetic 

treatment plans.

Think and communicate 
to patients that aesthetics 

is a journey, not a 
destination.

Know when to refer out to  
other specialties.
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T he initial cosmetic consultation with a new 
patient should inspire with possibilities rather 
than overwhelm with details, according to an 
expert who presented at The Cosmetic Boot-

camp (CBC) this summer.
“I personally don’t believe that science is as important as 

art in what we do,” says Mary P. Lupo, M.D. She is a New 
Orleans-based dermatologist, clinical professor of derma-
tology at Tulane University School of Medicine and a CBC 
cofounder. Accordingly, she says it’s important to lean on 
one’s artistic skills when �rst meeting and outlining a treat-
ment plan for a potential patient. To that end, Dr. Lupo 
o�ers the following pearls.

Pearl #1 NEVER PUT TECHNOLOGY  
BETWEEN YOU AND THE PATIENT.
“Do not be looking at a computer screen. Look that patient 
in the eye 100% of the time. Engage that patient.” If your 
o�ce is electronic, she says, get a scribe. If you use any 
computer programs during a consultation, says Dr. Lupo, 
they should supplement or complement what you’re tell-
ing the patient. Such programs also should allow your 
patient coordinator or study coordinator to review the 
treatment plan or options discussed with the patient after 
the consultation. 

Communicate artistry  
in your cosmetic consult
LISETTE HILTON | Sta� Correspondent
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Pearl #2 IT’S NEVER ABOUT ANY 
PRODUCT — IT’S ABOUT YOUR VISION FOR 
THE PATIENT’S FACE AND/OR BODY.
In this regard, Dr. Lupo recommends focusing 
on what you’re going to do for the patient. “How 
you do it is irrelevant. It’s not the paint — it’s the 
painter.”

No one walks into an art gallery to admire the 
canvas and paint, she explains.

“You pay for the final product. So do not 
diminish your skills and artistry by talking about 
units, vials and so forth. In the end, the painter is 
selling their art form and reputation. So are you. 
Own it.”

Pearl #3 WATCH FOR NEGATIVE 
NONVERBAL CUES.
“The big one is leaning away from you. This could 
be because you’re overwhelming them. Be mind-
ful of that. Many patients come in, and all they 
want is one little line gone. And that’s � ne.”

However, Dr. Lupo recommends taking 
patients on a top-to-bottom “tour” of their face, 
pointing out options that would bene� t them and 
avoiding the word “need.” For example, the most 
common way she convinces patients to undergo 
botulinum toxin injections for the masseter begins 
with a global evaluation.

“I’ll see their masseter bulging from the side 
and say, ‘do you have grinding problems?’” When 
the patient answers a�  rmatively, Dr. Lupo gen-
tly guides the patient to touch the area while she 
explains how masseter hypertrophy a� ects their 
facial shape. “If it’s a woman, I say, ‘it’s pulling 
your face down.’”

These kinds of interactions are crucial, she 
says, but they must be done slowly and mindfully.

“Some women and men want to take it all in. 
Some get very afraid. Your social skills must be 
very � nely attuned,” says Dr. Lupo.

Additional nonverbal cues worth noting include 
crossed arms, pursed lips and raised eyebrows.

Pearl #4 CAPITALIZE ON 
POSITIVE SOCIAL SIGNALS.
Examples include smiling, nodding, leaning for-
ward, dropping shoulders and widening pupils. 
These are cues, she says, to lean into whatever 
direction elicited them. “Whatever ball you’re car-
rying at that moment, run with it.”

Pearl #5 COMPLIMENT BEFORE 
CRITICIZING.
Dr. Lupo says that as a woman, she � nds it disturb-
ing to hear of certain plastic surgeons in her locale 
who, when a young woman presents wanting her 
nose � xed, will painstakingly list $30,000 of work 
they believe she needs. The patient probably wasn’t 
even considering these issues, says Dr. Lupo, and 
leaves the o�  ce feeling extremely depressed.

“You want to build people up. Don’t break 
them down,” she says.

Start by noting the patient’s � nest or “signa-
ture” feature. “Maybe it’s their hair, nose or eyes. 
Maybe it’s just their eyelashes. Everybody’s got 
something. Maybe they’ve got great shoes. Throw 
the patient a bone before you put them through the 
meat grinder.”

In other words, she says, � nd a common con-
cern that bothers you and the patient and make 
that your initial mission. Additionally, Dr. Lupo 
recommends empathizing with the patient by 
relating your personal experiences, and show-
ing patients relevant examples from procedures 
you’ve undergone and/or you’ve performed on 
other age-appropriate patients.

Pearl #6 THINK GLOBALLY, 
REJUVENATE LOCALLY.
“Always explain the risks, bene� ts and, to a cer-
tain extent, costs of what you’re proposing. Think 
big picture, because the best patients are the ones 
you already have in your practice.” Providing com-
prehensive solutions and regular follow-up helps 
build long-term relationships, she adds.

Pearl #7 BUILD A STORY.
Healthy skin and beauty are not a destination, but 
a journey, she says.

“Aging is a chronic relapsing skin disease. And 
that’s why dermatologists are so good at nonsurgical 
rejuvenation,” Dr. Lupo points out.

It’s often impossible to cure conditions such 
as acne and psoriasis forever, she notes. “If I’ve 
got a patient who has severe acne, I put them on 
Accutane (isotretinoin, Roche). And I still make 
sure they’re on Tazorac (tazarotene, Allergan), 
Altreno (tretinoin, Ortho Dermatologics) or 
something to maintain their improvement. Left 
to its own devices, the human body does not do 
too well.”

Antiaging treatments require similar atten-
tion and persistence. Patients must stay on top 
of everything from exercise and sunscreen use 
to skincare, injectables and laser resurfacing, she 
says: “It’s hard work to look good.” Other vital ele-
ments of the journey include setting patient expec-
tations and providing realistic timelines.

Pearl #8 REFER OUT WHEN APPROPRIATE.
Dr. Lupo refers approximately 20% of her pro-
spective patients to plastic surgeons because she 
does not perform surgery. “I wish some of the 
plastic surgeons in town would send me people 
with acne before passing them o�  to their aes-
theticians who really don’t understand acne,” 
she says.

Pearl #9 BALANCE SENSITIVITY 
WITH STRENGTH.
“I can be pretty overwhelming,” says Dr. Lupo. 
So at the end of each consultation, she pauses 
and asks if she’s said too much. “But the great-
est mistake I see in doctors is not being decisive 
and con� dent. If you’re not con� dent that you 
can do a good job, go back and get some more 
training so you can. If you’re going to do it at all, 
do it well.” 

“ Aging is a chronic relapsing skin disease. And that’s why 
dermatologists are so good at nonsurgical rejuvenation.”

Mary Lupo, M.D.,  Tulane University School of Medicine, New Orleans
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B everly Hills, Calif., dermatologist Ron-
ald Moy, M.D., says skin and other con-
cerns often come up when he talks with 
female patients in their 40s, 50s, 60s 

and beyond who are preparing to have skin reju-
venation procedures. They’ll share a laundry list 
of typical perimenopausal and 
menopausal symptoms, from 
dry skin to lack of sleep, he says.

So, for the last decade, Dr. 
Moy has added a bioidentical 
hormone treatment compo-
nent to his practice. Bioidenti-
cal hormone treatment might 
start with the goal of tightening 
and thickening aging skin, but 
also offers a host of other ben-
efits, including better mood, 
improved sleep and much 
more, he says.

“I have more happy patients 
doing this than regular der-
matology. It’s an unmet need. 
Patients tell me their lives have 
been changed with bioidentical hormones,” Dr. 
Moy says. 

Diet and exercise play an important role, obvi-
ously.  However, there is no treatment or regimen 
that will improve health, wellness, aesthetics and 
overall wellbeing as well as replacing and optimiz-
ing hormones that decline with age, according to 
Dr. Moy.

BIOIDENTICAL HORMONES AND SKIN
The skin loses collagen with age, which affects 
skin thickness, texture and hydration. Making 
matters worse, decreasing levels of dehydroepian-
drosterone (DHEA), testosterone, estradiol (estro-
gen) and the thyroid also affect the integrity and 
health of skin.

Several studies suggest there are benefits from 
using bioidentical hormones to alleviate symptoms 
of dry, itchy, thin and fragile skin, as these hor-
mone treatments can increase skin hydration and 
reduce skin atrophy, according to a review pub-
lished January 2019 in the Dermatology Online 
Journal.1 

DHEA 
DHEA, which patients can buy in topical or oral 
form over the counter, has been shown in studies 
to thicken and tighten skin, and in a case report in 
the Journal of the American Academy of Derma-
tology, it was shown to help prevent tears in atopic 

skin, according to Dr. Moy.2

“Usually the DHEA dosage is about 
10 mg for women and 25 to 50 mg for 
men,” he says.

However, this is where the expertise 
of the clinician comes into play, as Dr. 
Moy will adjust doses of the pharmaceu-
tical hormones based on serum levels, 
symptoms and personal desires.

TESTOSTERONE
Testosterone, in cream or pill form, is 
by prescription and can improve skin 
health and appearance, according to 
Dr. Moy. “Testosterone cream improves 
skin tightening and skin elasticity. It also 
not only thickens skin but increases [the 
ability to develop] muscles. But it can 

result in acne at high doses,” Dr. Moy cautions.
Testosterone is a tissue building, fat melting 

and aesthetic hormone. It is the best hormone for 
maintaining that youthful appearance. It also pro-
vides the best effect of maintaining strength and 
energy. Without testosterone, exercise will show 
little benefit with maintaining muscle and metabo-
lism. Add testosterone to the mix and that is where 
the fat burning aesthetic benefits of exercise are 
maximized.

“People who are on testosterone always feel 
better,” says Dr. Moy. “Their moods are better. 
Testosterone also helps decrease osteoporosis 
risk.”

ESTROGEN 
Applying estrogen cream improves wrinkles, 
according to Dr. Moy. The dermatologic literature 
is full of studies demonstrating benefits of estrogen 
on skin thickness, hydration, laxity and hydration. 
As women go through menopause, they all notice 
changes in their skin that were previously not evi-
dent. Dr. Moy emphasizes the need for maintain-

ing adequate estradiol (estrogen) levels for main-
taining youthful skin.

THYROID
The thyroid also affects the skin, but its biggest 
benefit is as a metabolic hormone that improves 
metabolism and burns fat. As a woman’s thyroid 
levels fall with age, she experiences that increase 
in visceral and subcutaneous fat that is difficult to 
remove. Thyroid hormone deficiency can cause 
dry skin and hair loss and getting patients to lev-
els in the high-normal (optimal) range can improve 
skin and hair, as well as lower weight, according 
to Dr. Moy.

PROGESTERONE
Progesterone can improve skin, sleep and anxiety, 
according to Dr. Moy.

“Progesterone is also important to women’s 
health. It is synergistic with estrogen,” he says.

Dr. Moy makes sure that women understand 
that progesterone can be beneficial and safe and 
the bioidentical hormones available today are not 
the synthetic hormone (Provera) that was used in 
the past.

OTHER HORMONES
At times, Dr. Moy will recommend other hor-
mones, including melatonin to help with sleep. 
Vitamin D, also a hormone, can improve immu-
nity and skin. Pregnenolone, he says, helps with 
cognition. Dr. Moy might use metformin for 
weight reduction, but it also has a positive effect 
on high blood pressure and high cholesterol.

“In my practice, patients take most hormones 
as pills, which is especially good for preventing 
disease,” he says.

Dr. Moy trained under Neal Rouzier, M.D., 
who offers bioidentical hormone treatment 
courses for physicians and wrote a book on the 
topic. Worldlink hormone training courses can be 
viewed at WorldlinkMedical.com. �
References
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Hormone replacement 
therapy for antiaging
LISETTE HILTON | Staff Correspondent

Bioidentical hor-
mone replacement 
therapy can help to 
improve skin quality.

Other benefits of 
HRT include  

better mood and 
improved sleep.

Hormones include 
estrogen, progester-

one, testosterone, 
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D ermatologic surgeon Suneel Chilukuri, M.D., 
has used microneedling in practice for about 
nine years to treat a variety of skin problems 
— from acne scarring to pigmentary disorders. 

Dr. Chilukuri tells Dermatology Times that he learned 
microneedling dos and don’ts from 
Cape Town, South Africa, plastic and 
reconstructive surgeon Des Fernandes, 
M.B.; B.Ch. F.R.C.S.(Edin), who in 
1997 pioneered the process of needling 
the skin in order to regenerate skin.

Dr. Chilukuri, of Refresh Dermatol-
ogy in Houston, weighs in on what phy-

sicians need to know about this treatment option, including 
plusses and minuses of devices on the market, FDA clear-

ance, ideal candidates, how to incorporate microneedling 
into treatment regimens and how to avoid complications and 
potential liability.

Q What do physicians need to know about 
microneedling technology and differences in 
microneedling devices? 
DR. CHILUKURI:  Microneedling, more formally called collagen induc-
tion therapy, uses a mechanical rather than a heat-based mech-
anism to improve the skin.

It’s something that every dermatologist, aesthetic physician 
and even primary care doctor and pediatrician should have. 
It’s inexpensive and can help patients, no matter what their skin 
color. The entry point is low. The physician might spend $5,000 
or $6,000 for the device. Each of the tips is around $39 to $49.

A candid Q&A about 
microneedling dos, don’ts
LISETTE HILTON | Sta�  Correspondent

FDA clearance 
of professional 

microneedling devices is 
important for safety.

The timing and 
selection of topical 

applications can affect 
microneedling results.

Microneedling makes an 
effective adjuct to many 

in-offi ce treatments.
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Microneedling treatment improves skin texture. By 
creating an in�ammatory response with mechanical 
trauma, �broblast activity is increased, thus improv-
ing collagen production. 

Pediatricians and family practitioners can use it for 
patients with acne scars. Surgeons can use it post 
Mohs to smooth scarring and get better healing. In 
our o�ce, our top uses for microneedling are to treat 
acne scars, textural changes and pigmentary issues. 

I use the Bellus Medical SkinPen, because it’s a big 
issue to make sure that we are using devices that are FDA 
cleared for safety. The SkinPen is the �rst micronee-
dling system cleared by the FDA. It has 6,000 evo-
lutions a minute. The needle doesn’t drag and what 
we’re �nding is we don’t have to go to deep depths of 
2.5 mm. Often times we’re treating at 1 mm or 1.5 
mm to obtain pinpoint bleeding. 

Now, if you’re trying to treat a deeper scar or acne 
scar — including boxcar, rolling and icepick scars — 
we might just use the microneedling device to “stamp” 
in that particular area.  

The problem with a lot of roller devices is they’re 
not regulated, and the FDA has not allowed them in 
the U.S. for professional distribution. Patients can 
buy 0.25 mm microneedling rollers on Amazon for 
approximately $10 and replace them once a month. For 
many of the treatments that we do in-o�ce, I encour-
age patients to buy the roller on Amazon for at-home 
use to enhance their in-o�ce procedures. While these 
needling devices are not going to be nearly as e�ective 
as the medical-grade device we’re using, patients feel 
like they are active in their treatments and these may 
help with the super�cial texture of the skin.

Q Do you prefer needles at fixed or 
adjustable depths?  
DR. CHILUKURI:  I prefer the ability to adjust needle depths 
based on the condition we are addressing for a patient.

Dermatologists are skincare experts, and we real-
ly want to make sure we’re addressing the patholo-
gy of the condition we’re treating. If we’re treating 
somebody for rosacea, we might use a 0.5 mm nee-
dle to improve the skin barrier to decrease transepi-
dermal water loss. If we’re treating a deeper scar, we’ll 
adjust the needle depth to penetrate anywhere from 
1.5 mm to 2.5 mm. 

The other thing is, we’re treating all over the face. 
On the cheek, even if you go 2.5 mm or 3 mm, the 
patient remains comfortable. But when you’re talk-
ing about the forehead, those depths are much more 
painful. When treating around the periocular region, 
you wouldn’t go to the same depth that you would 
on the cheek. 

Q Is pain an issue with microneedling?   
DR. CHILUKURI: It is and there is a lot we can do to help 
prevent pain. There’s a relatively new product on the 
market called Prevadyne, which uses a lipophilic mol-
ecule to enhance delivery of a very low percentage 

of lidocaine. We’ve used it and it provides patients 
with comfort rapidly. In addition, 4% lidocaine can 
be used over large areas of the body (i.e., face, neck, 
chest) without high concern of lidocaine toxicity. As 
it is pre-packaged, I am less worried about contam-
ination or the expense of compounded benzocaine, 
lidocaine, tetracaine (BLT).

When I am treating a more sensitive area, I’ll per-
form a local block.

Q What about contraindications, side 
effects and complications of micronee-
dling treatment?   
DR. CHILUKURI:   It’s not so much that the microneedling 
will cause a complication, but rather what you’re hav-
ing patients apply topically after — as well as when they 
apply topicals — that could a�ect outcomes. 

Depending on which research paper you’re reading, 
those little channels inside the skin from micronee-
dling close up from four minutes to four hours after 
treatment. Therefore, practitioners generally should 
recommend patients wait four or �ve hours before 
applying any topicals aimed at enhancing results. 

Another consideration is a percentage of patients are 
allergic or sensitive to hydroquinone, so even though 
you might think you’re enhancing treatment by apply-
ing hydroquinone four hours after the microneedling, 
you can actually worsen the skin. Be cautious about 
using any topical that irritates the skin for somebody 
who is sensitive to pigmentation because it can wors-
en the pigmentation by increasing the in�ammato-
ry response. 

It’s also important to understand the risk of infec-
tion. That’s another reason that I switched over to the 
SkinPen. Bellus Medical showed safety and decreased 
risk of infection in studies. 

What I have seen occasionally is granulomas. The 
question becomes if somebody has permanent or 
semi-permanent fillers, are they going to be more 
sensitive to having a granuloma? I can’t say that it’s 
always due to a �ller but that’s something to be cau-
tious about. I ask patients beforehand if they have a 
history of having any kind of permanent �ller, such 
as silicone or even semi-permanent polymethyl-meth-
acrylate microsphere (PMMA) �ller. I’m cautious 
about treating those patients with microneedling. 

Finally, I ask if patients are on any blood thinners. 
It’s not a direct contraindication but you can notice 
prolonged bruising and the skin looks “beaten up” 
in some of these patients. 

QWho does microneedling in your office?
DR. CHILUKURI: As long as I have seen the patients to make 
sure they’re good candidates, I delegate micronee-
dling to my assistant. Microneedling can be done 
by aestheticians, RNs, nurse practitioners and/or 
physician assistants, depending on your local state 
laws. Like anything else, you have to make sure that 
these team members who are an extension of you in 
the practice are well trained. 

Q How do you incorporate  
microneedling in treatment regimens?    
DR. CHILUKURI:  We use it as an adjunct to many treatments. 
Physicians who don’t have skin lasers, for example, 
can treat patients with pigmentary issues with in-of-
�ce chemical peels, microneedling, at-home micronee-
dling and skincare products. For products, one can 
use topical antioxidants — our favorites are vitamins 
C and E and vitamin B3 — to help inhibit melanocyte 
activation. Patients can also use at-home micronee-
dling to enhance retinol penetration.  

Q Any warnings or pearls that  
readers should note?    
DR. CHILUKURI:  Practitioners often publicize using plate-
let-rich plasma (PRP) immediately after microneedling, 
in a treatment trademarked the Vampire Facial. We have 
not seen any benefit from applying PRP topically post 
microneedling. Some claim that it is going to accel-
erate the healing process, but we have not seen that. I 
performed a split-face study with 24 subjects. On one 
side, we used PRP where you draw the blood, spin it 
down to get three to seven times the platelet concen-
tration compared to normal blood and apply it topical-
ly. On the other side, we used a simple skincare prod-
uct, Alastin Regenerating Skin Nectar. We found no 
di�erence in terms of erythema or long-term results. 
We measured at eight hours after microneedling, then 
again at 24 hours, one week and three months.

We need to be cautious about advising patients to 
apply topical treatments immediately after micronee-
dling or using the device as a drug delivery system. 
We don’t always know how products are made and 
whether they are sterile. We have seen granuloma for-
mation after applying vitamins C and E immediately 
after microneedling. While it will be innovative when 
we can use it as a true drug delivery system, we’re not 
quite there yet, in my opinion. 

Readers should also note that there is a big dif-
ference between microneedling and radiofrequen-
cy (RF) microneedling. Depending on the area and 
what condition one is treating, practitioners may 
achieve more noticeable results by applying the RF 
microneedling. 

With acne scars, I typically start with an RF 
microneedling device. I then have my nurse perform 
regular microneedling as the second treatment. And, 
if needed, I’ll do a third treatment with RF micronee-
dling because that will tighten the skin underneath, 
as well as give the super�cial changes that we see from 
microneedling. �

Disclosures
Dr. Chilukuri has worked as a consultant and speaker for Alastin, Aerolase, Allergan, 
Bellus, BTL, Cynosure, Dominion Lasers, Eclipse, Galderma, InMode, Lutronic, Merz, 
PCA Skin, Sinclair, Sente, Skin Medica, Theravant, Under Skin and ZO Skin.
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Insights

Topical Therapy for the 
Treatment of Melasma
Dermatology Times: When is topical 
pharmacologic therapy typically necessary 
for the treatment of melasma?

Pearl E. Grimes, MD, FAAD: The treatment of 
melasma is unquestionably challenging. The 
majority of patients I treat benefit most from 
pharmacologic treatment combined with aggres-
sive use of sunscreen/photoprotection, includ-
ing visible light. In addition, I sometimes utilize 
antioxidants and exfoliants as well as resurfac-
ing procedures, preferably chemical peels.

The most common topical agents used as 
monotherapy or as part of a combination regi-
men for the treatment of melasma include hy-
droquinone, azelaic acid, kojic acid, and niacin-
amide. Hydroquinone has been around for more 
than 60 years and is still the most commonly 
used topical agent either as monotherapy or 
as part of a combination regimen, especially 
in patients with moderate-to-severe melasma.

Dermatology Times: Why does hydroquinone 
remain the go-to drug after all this time? Is 
it simply that we still haven’t found anything 
that works better in patients with moderate-
to-severe melasma?

Dr. Grimes: For those individuals who in par-
ticular have moderate-to-severe melasma, 
because we have the ability to manipulate the 
dosage of hydroquinone as well as combine 
it with other agents, it’s still our number 1 
workhorse drug.

Dermatology Times: What are the primary 
benefits and potential risks of topical agents 
commonly used to treat melasma?

Dr. Grimes: In my opinion, the benefits of topi-
cal agents used to treat melasma clearly out-
weigh the risks. Most of the agents that we use 
are extremely well tolerated and don’t have any 
long-term complications.

The primary benefit of topical therapy is 
that it lightens dark patches of skin, espe-
cially those areas of hyperpigmentation that 
are typically visible on the forehead, cheeks, 
upper lip, and around the nose. 

The most common safety issue associated 
with the use of topical therapies is related to 
irritation. These topicals can cause redness, 
swelling, and, depending on the level of base-
line disease, can be associated with residual 
or postinflammatory hyperpigmentation. Even 
if that develops, however, it is something that 
we can easily treat. I’m not aware in the litera-
ture of any reports of long-term complications 
such as skin cancer or hepatotoxicity associ-
ated with topical therapies (in particular, hydro-
quinone) we use to treat melasma. 

Dermatology Times: How long do patients 
with melasma typically need to use a topical 
agent?

Dr. Grimes: Given the chronicity of the condi-
tion, for the majority of patients with melasma, 
they probably need to be on something for an 
extended period of time and perhaps a life-
time. I will sometimes equate melasma with 
diabetes when I talk to my patients, so that 
they understand the chronic nature of the con-
dition. Sun protection is key and is going to be 
a long-term priority. The patient may also need 
to use some type of exfoliant and antioxidant 
over the long term.

In regard to topical agents, there are strate-
gies that can be used to successfully navi-
gate the terrain. In my practice, we will typically 
treat patients with melasma aggressively for 
3 to 6 months, but as soon as we achieve 
an adequate level of clearing, I’ll often switch 
the patient from, for instance, an aggressive 
hydroquinone-based combination regimen to 
something less aggressive, often a nonhydro-
quinone product, that will then serve as their 
maintenance treatment. This eventually can 
be tapered to an application 2 to 3 times a 
week. I find that if we discontinue all therapy, 
there is a high likelihood that the patient is 
going to relapse.

Dermatology Times: When you are starting 
a patient with melasma on topical therapy 
or a combination of topical agents, what are 
you telling them they can expect within the 
course of 2 weeks, 4 weeks, and 2 months?

Dr. Grimes: According to published studies, 
especially those utilizing triple combination 
therapy that includes fluocinolone acetonide 
0.01%, hydroquinone 4%, and tretinoin 0.05%, 
patients will typically see clearing within 4 to 
8 weeks.1,2 I was involved in a 6-month trial of 
that triple combination, branded as Tri-Luma, 
and we saw patients improving significantly 
by the 12-week mark, although we did need to 
put them on a maintenance regimen between 
weeks 12 and 24 to maintain their level of 
initial clearance.3

If you look at other similarly designed studies 
around the globe using triple combination ther-
apy, some form of maintenance treatment is 
typically necessary. In addition, studies show 
that you can see significant improvement in 
many patients as early as 4 weeks after initiat-
ing triple combination treatment.1,2,4

During my initial consultation of patients with 
melasma, even though I think I can optimize 
therapy right from the beginning, I don’t tell 
them that they will be totally clear within 4 
weeks or even 50% clear by that time. I do, 

Pearl E. Grimes, MD, FAAD, founder and director of the Vitiligo and Pigmentation Institute of Southern 
California. She is a leading international authority on vitiligo and pigmentary disorders. She also serves 
as a clinical professor of dermatology at the David Geffen School of Medicine, University of California-Los 
Angeles. She has authored more than 100 professional articles and abstracts, as well as and two textbooks. 
She has received numerous awards and accolades, including the Dermatology Foundation’s Practitioner of 
the Year, the Women’s Dermatologic Society’s Mentor of the Year, the Arnold P. Gold Foundation Humanism 
in Medicine Award, and the Everett C. Fox, MD, Memorial Award and Lectureship Award. In addition, she was 
the recipient of a Lifetime Achievement Award from the American Skin Association in 2017. 
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however, like to be optimistic, so I tell patients 
that we should see some evidence of clearing 
at their 4-week follow-up examination as well 
as photographically. All agents don’t necessar-
ily work at the same speed in all patients, but 
that’s my rule of thumb. 

Dermatology Times: Is cost ever an issue 
for patients with melasma being prescribed 
topical therapy? If so, how do you manage to 
help overcome that burden with your patients?

Dr. Grimes: My patient population is perhaps a 
bit different than the average dermatologist’s, 
in that many of my patients have been through 
the system a lot before they get to me. In some 
ways, I run a tertiary care faculty. Many, and 
perhaps most, of my patients will have seen 
multiple dermatologists before they end up see-
ing me at the Vitiligo and Pigmentation Institute. 

Having framed it that way, is cost an issue 
for my patients? Certainly, it’s something that I 
am respectful of, and I think it’s something the 
entire medical community needs to be respect-
ful of in all of our patients, especially when you 
are dealing with a chronic condition.

My overall experience is that if you can offer 
patients with melasma a regimen that is effec-
tive and relieves their frustration in having this 
chronic condition, they are willing to pay out of 
pocket to optimize their treatment outcomes. 
Now, they aren’t going to pay $1,000 a month 
for one product or even $500 a month. But the 
cost of the topical agents we use to treat me-
lasma and treat it successfully has not been 
a significant hurdle in my experience.

Dermatology Times: When, if ever, do you 
consider using higher-strength hydroquinone, 
such as 8% hydroquinone, as an option in 
your patients with melasma?

Dr. Grimes: It’s not uncommon for me to use 
higher-strength hydroquinone compounded at 
my practice, but that is in part because of my 
patient population. Again, these are often pa-
tients who have been around the block. They 
have seen multiple dermatologists and tried a 
variety of therapies. Many will have tried 4% hy-
droquinone, 5% hydroquinone, 6% hydroquinone, 
and nothing is working. They have tried nonhy-
droquinone formulations, and nothing is working. 

For those patients who have moderate-to-
severe melasma, there is a place for these 
higher concentrations of hydroquinone. I have 
seen many patients benefit from this higher 
concentration, and I have not seen any long-
term complications beyond treatable skin irrita-
tions. I have a number of patients who I start on 
higher-dose hydroquinone in combination with 
other topicals. Perhaps they don’t see a sig-
nificant response, but instead of pulling back 
on the strength of the hydroquinone, I tend to 
vary the combination of other agents in use 
and that will often trigger a better response.

Dermatology Times: Are there any unique 
safety issues associated with higher-dose 
hydroquinone?

Dr. Grimes: I get the sense in talking to some 
of my colleagues that there is a general fear 
of ochronosis associated with higher-strength 
hydroquinone. However, if you look at cases of 
ochronosis in Africa, those formulations of hy-
droquinone were mixed with so many other prod-
ucts that it is hard to tease out the actual cause 
of ochronosis. Additionally, in almost every re-
ported case, the patient did not use sunscreen, 
which again could be a contributing factor.5–7 In 
the United States, ochronosis is typically associ-
ated with low-dose, over-the-counter hydroqui-
none 2%.7,8 So based on all that information, I 

think the fear of ochronosis with higher-strength 
hydroquinone has been overblown.

Dermatology Times: Why is compounding 
topical medications potentially a good idea 
for the general dermatology community?

Dr. Grimes: Dermatology is such a complex 
specialty when it comes to treatment. There 
are some segments within our specialty who 
believe in compounding and some that don’t. 
I am certainly a proponent of it. It gives us a 
broader spectrum of medications to offer our 
patients, especially our more complicated pa-
tients such as those with moderate-to-severe 
melasma. If the conditions we were asked 
to treat were more straightforward, perhaps 
compounding would not be necessary, but we 
have many complicated patients with complex 
needs. That’s why I’m a proponent of com-
pounding medication for the right patients.
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ΛΕΦΤ ΗΑΝ∆ ΠΑΓΕ

ΦΟΡ Α∆ΥΛΤΣ ΩΙΤΗ ΜΟ∆ΕΡΑΤΕ ΤΟ ΣΕςΕΡΕ ΠΛΑΘΥΕ ΠΣΟΡΙΑΣΙΣ

ΙΜΠΟΡΤΑΝΤ ΣΑΦΕΤΨ ΙΝΦΟΡΜΑΤΙΟΝ 
ΧΟΝΤΡΑΙΝ∆ΙΧΑΤΙΟΝΣ
Ταλτζ ισ χοντραινδιχατεδ ιν πατιεντσ ωιτη α πρεϖιουσ σεριουσ ηψπερσενσιτιϖιτψ ρεαχτιον, συχη ασ αναπηψλαξισ, το ιξεκιζυµαβ ορ το ανψ οφ τηε εξχιπιεντσ.

ΩΑΡΝΙΝΓΣ ΑΝ∆ ΠΡΕΧΑΥΤΙΟΝΣ
Ινφεχτιονσ

Ταλτζ µαψ ινχρεασε τηε ρισκ οφ ινφεχτιον. Ιν χλινιχαλ τριαλσ οφ πατιεντσ ωιτη πλαθυε πσοριασισ, τηε Ταλτζ γρουπ ηαδ α ηιγηερ ρατε οφ ινφεχτιονσ τηαν τηε πλαχεβο γρουπ (27% ϖσ 23%). Α σιµιλαρ

ινχρεασε ιν ρισκ οφ ινφεχτιον ωασ σεεν ιν πλαχεβο−χοντρολλεδ τριαλσ οφ πατιεντσ ωιτη πσοριατιχ αρτηριτισ. Σεριουσ ινφεχτιονσ ηαϖε οχχυρρεδ. Ινστρυχτ πατιεντσ το σεεκ µεδιχαλ αδϖιχε ιφ σιγνσ ορ

σψµπτοµσ οφ χλινιχαλλψ ιµπορταντ χηρονιχ ορ αχυτε ινφεχτιον οχχυρ. Ιφ α σεριουσ ινφεχτιον δεϖελοπσ, δισχοντινυε Ταλτζ υντιλ τηε ινφεχτιον ρεσολϖεσ.

Πρε−Τρεατµεντ Εϖαλυατιον φορ Τυβερχυλοσισ

Εϖαλυατε πατιεντσ φορ τυβερχυλοσισ (ΤΒ) ινφεχτιον πριορ το ινιτιατινγ τρεατµεντ ωιτη Ταλτζ. ∆ο νοτ αδµινιστερ το πατιεντσ ωιτη αχτιϖε ΤΒ ινφεχτιον. Ινιτιατε τρεατµεντ οφ λατεντ ΤΒ πριορ το

αδµινιστερινγ Ταλτζ. Χλοσελψ µονιτορ πατιεντσ ρεχειϖινγ Ταλτζ φορ σιγνσ ανδ σψµπτοµσ οφ αχτιϖε ΤΒ δυρινγ ανδ αφτερ τρεατµεντ.

Ηψπερσενσιτιϖιτψ

Σεριουσ ηψπερσενσιτιϖιτψ ρεαχτιονσ, ινχλυδινγ ανγιοεδεµα ανδ υρτιχαρια (εαχη õ0.1%), οχχυρρεδ ιν τηε Ταλτζ γρουπ ιν χλινιχαλ τριαλσ. Αναπηψλαξισ, ινχλυδινγ χασεσ λεαδινγ το ηοσπιταλιζατιον, ηασ

βεεν ρεπορτεδ ιν ποστ−µαρκετινγ υσε ωιτη Ταλτζ. Ιφ α σεριουσ ηψπερσενσιτιϖιτψ ρεαχτιον οχχυρσ, δισχοντινυε Ταλτζ ιµµεδιατελψ ανδ ινιτιατε αππροπριατε τηεραπψ.

Ιν⇓ αµµατορψ Βοωελ ∆ισεασε

∆υρινγ Ταλτζ τρεατµεντ, µονιτορ πατιεντσ φορ ονσετ ορ εξαχερβατιονσ οφ ιν⇓ αµµατορψ βοωελ δισεασε. Χροην�σ δισεασε ανδ υλχερατιϖε χολιτισ, ινχλυδινγ εξαχερβατιονσ, οχχυρρεδ ατ α

γρεατερ φρεθυενχψ ιν τηε Ταλτζ γρουπ (Χροην�σ δισεασε 0.1%, υλχερατιϖε χολιτισ 0.2%) τηαν ιν τηε πλαχεβο γρουπ (0%) δυρινγ χλινιχαλ τριαλσ ιν πατιεντσ ωιτη πλαθυε πσοριασισ. 

ΠΣΣΙ=Πσοριασισ Σχαλπ Σεϖεριτψ Ινδεξ; ΝΑΠΣΙ=Ναιλ Πσοριασισ Σεϖεριτψ Ινδεξ; σΠΓΑ−Γ=στατιχ Πηψσιχιαν�σ Γλοβαλ Ασσεσσµεντ οφ Γενιταλια; ΠΠΑΣΙ=Παλµοπλανταρ Πσοριασισ Αρεα Σεϖεριτψ Ινδεξ.

Πριµαρψ ενδποιντσ φροµ ΥΝΧΟςΕΡ−1, −2, ανδ −3 τριαλσ ατ ωεεκ 121

Ιν ΥΝΧΟςΕΡ−2 (Ταλτζ ν=351; πλαχεβο ν=168), 90% οφ Ταλτζ πατιεντσ αχηιεϖεδ ΠΑΣΙ 75 ϖσ 2% φορ πλαχεβο, 40% οφ Ταλτζ πατιεντσ αχηιεϖεδ ΠΑΣΙ 100 ϖσ 1% φορ πλαχεβο, ανδ 83% οφ Ταλτζ

πατιεντσ αχηιεϖεδ σΠΓΑ 0,1 ϖσ 2% φορ πλαχεβο. Ιν ΥΝΧΟςΕΡ−1 (Ταλτζ ν=433; πλαχεβο ν=431) ανδ ΥΝΧΟςΕΡ−3 (Ταλτζ ν=385; πλαχεβο ν=193), Ταλτζ πατιεντσ αχηιεϖεδ σιµιλαρ ρεσυλτσ:

89% ανδ 87% οφ Ταλτζ πατιεντσ αχηιεϖεδ ΠΑΣΙ 75 ϖσ 4% ανδ 7% φορ πλαχεβο. Αδδιτιοναλλψ, 35% ανδ 38% αχηιεϖεδ ΠΑΣΙ 100 ϖσ 0% ανδ 0% φορ πλαχεβο. Αλσο, 82% ανδ 81% οφ Ταλτζ πατιεντσ

αχηιεϖεδ σΠΓΑ 0,1 ϖσ 3% ανδ 7% φορ πλαχεβο.

ΥΝΧΟςΕΡ−1, −2, ανδ −3 τριαλ δεσιγνσ1

Τηε Ταλτζ πλαθυε πσοριασισ χλινιχαλ προγραµ ινχλυδεδ 3 ρανδοµιζεδ, δουβλε−βλινδ, πλαχεβο−χοντρολλεδ τριαλσ το εϖαλυατε τηε εφ⇒ χαχψ ανδ σαφετψ οφ Ταλτζ. Αλλ πατιεντσ ωερε ö18 ψεαρσ οφ

αγε ανδ ηαδ πλαθυε πσοριασισ ωιτη α βοδψ συρφαχε αρεα ινϖολϖεµεντ οφ ö10%, α στατιχ Πηψσιχιαν�σ Γλοβαλ Ασσεσσµεντ (σΠΓΑ) σχορε ö3, ανδ α Πσοριασισ Αρεα Σεϖεριτψ Ινδεξ (ΠΑΣΙ) σχορε

ö12, ανδ ωερε χανδιδατεσ φορ πηοτοτηεραπψ ορ σψστεµιχ τηεραπψ. Παρτιχιπαντσ ωερε ρανδοµιζεδ το ρεχειϖε πλαχεβο ορ Ταλτζ 80 µγ εϖερψ 2 ωεεκσ φολλοωινγ α 160 µγ σταρτινγ δοσε. Ιν

ΥΝΧΟςΕΡ−2 ανδ −3, αν αδδιτιοναλ αρµ οφ ΥΣ−αππροϖεδ Ενβρελ→ (ετανερχεπτ) (50 µγ τωιχε ωεεκλψ) ωασ ινχλυδεδ. Χο−πριµαρψ εφ⇒ χαχψ ενδποιντσ ωερε προπορτιον οφ πατιεντσ ωιτη αν 

σΠΓΑ 0,1 ανδ ατ λεαστ α 2−ποιντ ιµπροϖεµεντ φροµ βασελινε ανδ προπορτιον οφ πατιεντσ αχηιεϖινγ ΠΑΣΙ 75 (ατ λεαστ α 75% ρεδυχτιον ιν τηε ΠΑΣΙ χοµποσιτε σχορε) ατ ωεεκ 12.

Νονρεσπονδερ ιµπυτατιον (ΝΡΙ) µετηοδσ ωερε υσεδ φορ χατεγοριχαλ εφ⇒ χαχψ αναλψσεσ.

Πατιεντσ οριγιναλλψ ρανδοµιζεδ το Ταλτζ ωηο ωερε ρεσπονδερσ ατ ωεεκ 12 (ιε, σΠΓΑ 0,1) ιν ΥΝΧΟςΕΡ−1 ανδ −2 ωερε ρε−ρανδοµιζεδ το ειτηερ Ταλτζ 80 µγ εϖερψ 4 ωεεκσ ορ πλαχεβο φορ αν

αδδιτιοναλ 48 ωεεκσ. Πατιεντσ ωηο ρελαπσεδ (σΠΓΑ ö3) ατ ανψ τιµε δυρινγ τηε µαιντενανχε περιοδ ωερε χλασσι⇒ εδ ασ νονρεσπονδερσ ατ ωεεκ 60.

ΤΑΛΤΖ ∆ΑΤΑ ΟΝ ΧΟΜΠΛΕΤΕ ΧΛΕΑΡΑΝΧΕ 
ΙΝ ΧΗΑΛΛΕΝΓΙΝΓ ΒΟ∆Ψ ΑΡΕΑΣ

71% ΠΣΣΙ 100
βψ ωεεκ 122

ΣΧΑΛΠ ΠΣΟΡΙΑΣΙΣ

56% ΝΑΠΣΙ 0 
βψ ωεεκ 603

ΝΑΙΛ ΠΣΟΡΙΑΣΙΣ

56% σΠΓΑ−Γ 0 
βψ ωεεκ 124

ΓΕΝΙΤΑΛ ΠΣΟΡΙΑΣΙΣ

52% ΠΠΑΣΙ 100 
βψ ωεεκ 125

ΠΑΛΜΟΠΛΑΝΤΑΡ ΠΣΟΡΙΑΣΙΣ

Ταλτζ ισ τηε ⇒ ρστ ανδ ονλψ

Φ∆Α−αππροϖεδ µεδιχατιον φορ µοδερατε

το σεϖερε πλαθυε πσοριασισ ωιτη δατα ον

εφ⇒ χαχψ ιν γενιταλ πσοριασισ ινχλυδεδ ιν

τηε Πρεσχριβινγ Ινφορµατιον.1 

Συβγρουπ αναλψσεσ πρεσεντεδ φορ ναιλ, σχαλπ, ανδ παλµοπλανταρ πσοριασισ αρε ποστ

ηοχ. Τηε ΥΝΧΟςΕΡ στυδιεσ ωερε νοτ ποωερεδ φορ τηεσε συβγρουπ αναλψσεσ, νορ

ωερε αναλψσεσ ερρορ−χοντρολλεδ. Τηερεφορε, τρεατµεντ διφφερενχεσ οβσερϖεδ ιν

τηεσε συβγρουπσ χαννοτ βε ρεγαρδεδ ασ στατιστιχαλλψ σιγνι⇒ χαντ. ∆ατα πρεσεντεδ

φορ ναιλ αρε φροµ τηε ΥΝΧΟςΕΡ−3 οπεν−λαβελ εξτενσιον περιοδ.

∆ισχοϖερ µορε Ταλτζ εφ⇒ χαχψ δατα ιν χηαλλενγινγ βοδψ 

αρεασ βψ ϖισιτινγ ταλτζ.χοµ/χηαλλενγινγαρεασ

Ταλτζ ισ αν ιντερλευκιν−17Α (ΙΛ−17Α) ανταγονιστ ινδιχατεδ φορ τηε τρεατµεντ οφ

µοδερατε το σεϖερε πλαθυε πσοριασισ ιν αδυλτ πατιεντσ ωηο αρε χανδιδατεσ φορ

σψστεµιχ τηεραπψ ορ πηοτοτηεραπψ.
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ΡΙΓΗΤ ΗΑΝ∆ ΠΑΓΕ

Ποστ ηοχ συβγρουπ αναλψσεσ οφ πατιεντσ ωιτη 

σχαλπ πσοριασισ∗

ΠΣΣΙ 100 ρεσπονσε ρατεσ ατ ωεεκσ 12 ανδ 60 (ινδυχτιον περιοδ ανδ
οπεν−λαβελ εξτενσιον), νονρεσπονδερ ιµπυτατιον (ΝΡΙ)2

Ιν ΥΝΧΟςΕΡ−3, 71% οφ πατιεντσ ρεχειϖινγ Ταλτζ (132 ουτ οφ 185) αχηιεϖεδ ΠΣΣΙ 100 ϖσ

4% ρεχειϖινγ πλαχεβο (3 ουτ οφ 82) ατ ωεεκ 12. Ατ ωεεκ 60, 78% οφ πατιεντσ ρεχειϖινγ Ταλτζ

(132 ουτ οφ 169) αχηιεϖεδ ΠΣΣΙ 100.

Α∆∆ΙΤΙΟΝΑΛ ΡΕΣΥΛΤΣ: Ιν ΥΝΧΟςΕΡ−1 (Ταλτζ ν=210; πλαχεβο ν=215) ανδ ΥΝΧΟςΕΡ−2

(Ταλτζ ν=144; πλαχεβο ν=77), 68% ανδ 71% οφ πατιεντσ ωηο ρεχειϖεδ Ταλτζ 80 µγ εϖερψ

2 ωεεκσ, ρεσπεχτιϖελψ, αχηιεϖεδ ΠΣΣΙ 100 ατ ωεεκ 12 ϖσ 3% ανδ 3% φορ πλαχεβο.

∗ Α συβσετ οφ πατιεντσ φροµ ΥΝΧΟςΕΡ−3 ωιτη µοδερατε το σεϖερε πλαθυε πσοριασισ ανδ σχαλπ πσοριασισ

(δε⇒ νεδ ασ ΠΣΣΙ σχορε ö15 ανδ σχαλπ ινϖολϖεµεντ ö30%) ατ βασελινε. Τηε µεαν βασελινε ΠΣΣΙ σχορε ωασ

30 φορ Ταλτζ ανδ 29 φορ πλαχεβο.

Ποστ ηοχ συβγρουπ αναλψσεσ οφ πατιεντσ ωιτη 

ναιλ πσοριασισ 

ΝΑΠΣΙ 0 ρεσπονσε ρατεσ ατ ωεεκσ 12 ανδ 60 (ινδυχτιον περιοδ ανδ
οπεν−λαβελ εξτενσιον), ΝΡΙ3

Ιν ΥΝΧΟςΕΡ−3, 6% οφ πατιεντσ ρεχειϖινγ Ταλτζ (8 ουτ οφ 138) αχηιεϖεδ ΝΑΠΣΙ 0 ϖσ 0%

ρεχειϖινγ πλαχεβο (0 ουτ οφ 71) ατ ωεεκ 12. Ατ ωεεκ 60, 56% οφ πατιεντσ ρεχειϖινγ Ταλτζ

(77 ουτ οφ 138) αχηιεϖεδ ΝΑΠΣΙ 0. 

Τηε µεαν νυµβερ οφ ⇒ νγερναιλσ ινϖολϖεδ ατ βασελινε ωασ 9.2 φορ Ταλτζ ανδ 9.1 φορ

πλαχεβο. Ονλψ πατιεντσ� ⇒ νγερναιλσ ωερε οβσερϖεδ.3,6

Α∆∆ΙΤΙΟΝΑΛ ΡΕΣΥΛΤΣ: Ιν ΥΝΧΟςΕΡ−1 (Ταλτζ ν=172; πλαχεβο ν=168) ανδ ΥΝΧΟςΕΡ−2

(Ταλτζ ν=131; πλαχεβο ν=72), 7% ανδ 8%, ρεσπεχτιϖελψ, οφ πατιεντσ ωηο ρεχειϖεδ

Ταλτζ 80 µγ εϖερψ 2 ωεεκσ αχηιεϖεδ ΝΑΠΣΙ 0 ατ ωεεκ 12 ϖσ 0% ανδ 4% φορ πλαχεβο.3

� Α συβσετ οφ πατιεντσ φροµ ΥΝΧΟςΕΡ−3 ωιτη µοδερατε το σεϖερε πλαθυε πσοριασισ ωηο ηαδ ναιλ πσοριασισ

(δε⇒ νεδ ασ ΝΑΠΣΙ ö16 ωιτη ö4 ⇒ νγερναιλσ ινϖολϖεδ) ατ βασελινε. Τηε µεαν βασελινε ΝΑΠΣΙ σχορεσ ωερε 39

φορ Ταλτζ ανδ 37 φορ πλαχεβο.3 ΝΑΠΣΙ ισ βασεδ ον α σχορε οφ 0−80. Ονλψ πατιεντσ� ⇒ νγερναιλσ ωερε οβσερϖεδ.6

Ποστ ηοχ συβγρουπ αναλψσεσ οφ πατιεντσ ωιτη 

παλµοπλανταρ πσοριασισ�

ΠΠΑΣΙ 100 ρεσπονσε ρατε ατ ωεεκ 12 (ινδυχτιον περιοδ), ΝΡΙ5,7

Ιν ΥΝΧΟςΕΡ−1, −2, ανδ −3, 52% οφ πατιεντσ ρεχειϖινγ Ταλτζ (59 ουτ οφ 114) αχηιεϖεδ ΠΠΑΣΙ 

100 ϖσ 8% οφ πατιεντσ ρεχειϖινγ πλαχεβο (7 ουτ οφ 85) ατ ωεεκ 12.5

Α∆∆ΙΤΙΟΝΑΛ ΡΕΣΥΛΤΣ: Ιν ΥΝΧΟςΕΡ−1 (Ταλτζ ν=45; πλαχεβο ν=47), ΥΝΧΟςΕΡ−2 (Ταλτζ 

ν=31; πλαχεβο ν=18), ανδ ΥΝΧΟςΕΡ−3 (Ταλτζ ν=38; πλαχεβο ν=20), 53%, 52%, ανδ 50%, 

ρεσπεχτιϖελψ, οφ πατιεντσ ωηο ρεχειϖεδ Ταλτζ 80 µγ εϖερψ 2 ωεεκσ αχηιεϖεδ ΠΠΑΣΙ 100 ατ 

ωεεκ 12 ϖσ 9%, 6%, ανδ 10% φορ πλαχεβο.5

� Α συβσετ οφ πατιεντσ φροµ ΥΝΧΟςΕΡ−1, −2, ανδ −3 ωιτη µοδερατε το σεϖερε πλαθυε πσοριασισ ανδ

παλµοπλανταρ πσοριασισ (δε⇒ νεδ ασ ΠΠΑΣΙ ö8) ατ βασελινε. Τηε µεαν βασελινε ΠΠΑΣΙ σχορε ωασ 19 φορ 

Ταλτζ πατιεντσ ανδ 23 φορ πλαχεβο.5 ΠΠΑΣΙ ισ βασεδ ον α σχορε οφ 0−72.7

σΠΓΑ οφ Γενιταλια 0,1 ρεσπονσε

ρατεσ ατ ωεεκ 12, ΝΡΙ8,9

Ιν ΙΞΟΡΑ−Θ, 73% οφ πατιεντσ ρεχειϖινγ Ταλτζ (ν=75) αχηιεϖεδ

σΠΓΑ−Γ 0,1 (χλεαρ ορ αλµοστ χλεαρ γενιταλ σκιν) ατ ωεεκ 12 ϖσ 8% οφ

πατιεντσ ρεχειϖινγ πλαχεβο (ν=74). 

Τηε σΠΓΑ−Γ ισ δεσιγνεδ το σπεχι⇒ χαλλψ εϖαλυατε πλαθυε λεσιον σεϖεριτψ ιν τηε γενιταλ αρεα

ρατηερ τηαν τηε εντιρε βοδψ; ερψτηεµα ισ τηε δοµιναντ φεατυρε ιν⇓ υενχινγ τηε σΠΓΑ−Γ

ρατινγ. Ατ βασελινε, πατιεντσ ηαδ α µινιµυµ ΒΣΑ ö1% ανδ σΠΓΑ−Γ ö3.

 ΒΣΑ=βοδψ συρφαχε αρεα.

Μορε τηαν ηαλφ οφ πατιεντσ αχηιεϖεδ σΠΓΑ−Γ 0 βψ

ωεεκ 124

Ιν ΙΞΟΡΑ−Θ, 42 ουτ οφ 75 Ταλτζ−τρεατεδ πατιεντσ αχηιεϖεδ σΠΓΑ−Γ 0 (χοµπλετελψ χλεαρ

γενιταλ σκιν) ατ ωεεκ 12. 56% οφ πατιεντσ ρεχειϖινγ Ταλτζ (ν=75) αχηιεϖεδ σΠΓΑ−Γ 0 ατ

ωεεκ 12 ϖσ 5% οφ πατιεντσ ρεχειϖινγ πλαχεβο (ν=74).10

σΠΓΑ−Γ 0 ωασ α πρεσπεχι⇒ εδ, εξπλορατορψ ενδποιντ. Ιτ ωασ νοτ χοντρολλεδ φορ µυλτιπλιχιτψ;

τηερεφορε, τρεατµεντ διφφερενχεσ βετωεεν Ταλτζ ανδ πλαχεβο χαννοτ βε ρεγαρδεδ ασ

στατιστιχαλλψ σιγνι⇒ χαντ.

ΝΡΙ οφ ιντεντ−το−τρεατ ποπυλατιον τηρουγη ωεεκ 12; πριµαρψ ενδποιντ=σΠΓΑ−Γ 0,1 ατ

ωεεκ 12.10

ΙΞΟΡΑ−Θ τριαλ δεσιγν11

ΙΞΟΡΑ−Θ ισ α πλαχεβο−χοντρολλεδ, ρανδοµιζεδ, δουβλε−βλινδ στυδψ χοµπαρινγ 

εφ⇒ χαχψ ανδ σαφετψ οφ Ταλτζ ϖσ πλαχεβο ιν πατιεντσ ωιτη µοδερατε το σεϖερε γενιταλ 

πσοριασισ ασ µεασυρεδ βψ τηε προπορτιον οφ πατιεντσ αχηιεϖινγ σΠΓΑ−Γ 0,1 ατ ωεεκ 12

(πριµαρψ ενδποιντ).

Τηε στυδψ ενρολλεδ 149 αδυλτ πατιεντσ ωιτη πλαθυε πσοριασισ ωηο ηαδ µινιµυµ ΒΣΑ οφ

ö1%, σΠΓΑ ö3 (µοδερατε πσοριασισ) ανδ σΠΓΑ−Γ οφ ö3 (µοδερατε γενιταλ πσοριασισ), ωηο

φαιλεδ το ρεσπονδ το ορ ωερε ιντολεραντ οφ ατ λεαστ ονε τοπιχαλ τηεραπψ υσεδ φορ τρεατµεντ

οφ πσοριασισ αφφεχτινγ τηε γενιταλ αρεα (χορτιχοστεροιδσ, χαλχινευριν ινηιβιτορσ, ανδ/ορ

ϖιταµιν ∆ αναλογυεσ), ανδ ωηο ωερε χανδιδατεσ φορ πηοτοτηεραπψ ανδ/ορ σψστεµιχ

τηεραπψ. Πατιεντσ ωερε ρανδοµιζεδ το ρεχειϖε πλαχεβο ορ Ταλτζ 80 µγ εϖερψ 2 ωεεκσ

αφτερ α 160 µγ σταρτινγ δοσε. Νονρεσπονδερ ιµπυτατιον (ΝΡΙ) µετηοδσ ωερε υσεδ φορ

χατεγοριχαλ εφ⇒ χαχψ αναλψσεσ.

Σεχονδαρψ εφ⇒ χαχψ ενδποιντσ ινχλυδεδ τηε προπορτιον οφ πατιεντσ ατ ωεεκ 12 αχηιεϖινγ

οϖεραλλ σΠΓΑ 0,1 ανδ α ö4−ποιντ ιµπροϖεµεντ ιν Γενιταλ Πσοριασισ Ιτχη Νυµεριχ Ρατινγ

Σχαλε (ΝΡΣ) ωιτηιν τηε Γενιταλ Πσοριασισ Σψµπτοµσ Σχαλε (ΓΠΣΣ) (ιν πατιεντσ ωιτη

α βασελινε σχορε οφ ατ λεαστ 4) ανδ προπορτιον οφ πατιεντσ αχηιεϖινγ Γενιταλ Πσοριασισ

Σεξυαλ Φρεθυενχψ Θυεστιονναιρε (ΓενΠσ−ΣΦΘ) Ιτεµ 2 σχορε οφ 0 ορ 1 ατ ωεεκ 12 (σεξυαλ

φρεθυενχψ �νεϖερ� ορ �ραρελψ� λιµιτεδ βψ γενιταλ πσοριασισ).

Α∆∆ΙΤΙΟΝΑΛ ΡΕΣΥΛΤΣ ΙΝ ΧΗΑΛΛΕΝΓΙΝΓ ΒΟ∆Ψ ΑΡΕΑΣ

∆ισχοϖερ µορε Ταλτζ εφ⇒ χαχψ δατα ιν χηαλλενγινγ βοδψ 

αρεασ βψ ϖισιτινγ ταλτζ.χοµ/χηαλλενγινγαρεασ

Ιµµυνιζατιονσ

Πριορ το ινιτιατινγ τηεραπψ ωιτη Ταλτζ, χονσιδερ χοµπλετιον οφ αλλ αγε−αππροπριατε ιµµυνιζατιονσ αχχορδινγ το χυρρεντ ιµµυνιζατιον γυιδελινεσ. Αϖοιδ υσε οφ λιϖε ϖαχχινεσ ιν πατιεντσ τρεατεδ

ωιτη Ταλτζ.

Α∆ςΕΡΣΕ ΡΕΑΧΤΙΟΝΣ
Μοστ χοµµον αδϖερσε ρεαχτιονσ (ö1%) ασσοχιατεδ ωιτη Ταλτζ τρεατµεντ αρε ινϕεχτιον σιτε ρεαχτιονσ, υππερ ρεσπιρατορψ τραχτ ινφεχτιονσ, ναυσεα, ανδ τινεα ινφεχτιονσ. Οϖεραλλ, τηε σαφετψ

προ⇒ λε οβσερϖεδ ιν πατιεντσ ωιτη πσοριατιχ αρτηριτισ ωασ χονσιστεντ ωιτη τηε σαφετψ προ⇒ λε ιν πατιεντσ ωιτη πλαθυε πσοριασισ, ωιτη τηε εξχεπτιον οφ ιν⇓ υενζα ανδ χονϕυνχτιϖιτισ.

Πλεασε σεε Βριεφ Συµµαρψ οφ Πρεσχριβινγ Ινφορµατιον ον τηε φολλοωινγ παγεσ. Πλεασε σεε Ινστρυχτιονσ φορ Υσε ινχλυδεδ ωιτη τηε δεϖιχε.

ΙΞ ΗΧΠ ΙΣΙ 01∆ΕΧ2017

ΙΜΠΟΡΤΑΝΤ ΣΑΦΕΤΨ ΙΝΦΟΡΜΑΤΙΟΝ (χοντ�δ)

Ρεφερενχεσ: 1. Ταλτζ [παχκαγε ινσερτ]. Ινδιαναπολισ, ΙΝ: Ελι Λιλλψ ανδ Χοµπανψ; 2018. 2. ∆ατα ον ⇒ λε. Λιλλψ ΥΣΑ, ΛΛΧ. ΤΑΛ20170829Φ. 3. ∆ατα ον ⇒ λε. Λιλλψ ΥΣΑ, ΛΛΧ. ΤΑΛ20170829Β. 4. Ρψαν Χ, Μεντερ Α, Γυεντηερ Λ, ετ αλ; ΙΞΟΡΑ−Θ

Στυδψ Γρουπ. Εφ⇒ χαχψ ανδ σαφετψ οφ ιξεκιζυµαβ ιν α ρανδοµιζεδ, δουβλε−βλινδεδ, πλαχεβο−χοντρολλεδ πηασε ΙΙΙβ στυδψ οφ πατιεντσ ωιτη µοδερατε−το−σεϖερε γενιταλ πσοριασισ. Βρ ϑ ∆ερµατολ. 2018;179:844−852. 5. ∆ατα ον ⇒ λε. Λιλλψ

ΥΣΑ, ΛΛΧ. ΤΑΛ20170829∆. 6. ∆εννεηψ ΕΒ, Ζηανγ Λ, Αµατο ∆, Γολδβλυµ Ο, Ριχη Π. Ιξεκιζυµαβ ισ εφφεχτιϖε ιν συβϕεχτσ ωιτη µοδερατε το σεϖερε πλαθυε πσοριασισ ωιτη σιγνι⇒ χαντ ναιλ ινϖολϖεµεντ: ρεσυλτσ φροµ ΥΝΧΟςΕΡ 3.

ϑ ∆ρυγσ ∆ερµατολ. 2016;15:958−961. 7. Μεντερ Α, Ωαρρεν ΡΒ, Λανγλεψ ΡΓ, ετ αλ. Εφ⇒ χαχψ οφ ιξεκιζυµαβ χοµπαρεδ το ετανερχεπτ ανδ πλαχεβο ιν πατιεντσ ωιτη µοδερατε−το−σεϖερε πλαθυε πσοριασισ ανδ νον−πυστυλαρ παλµοπλανταρ

ινϖολϖεµεντ: ρεσυλτσ φροµ τηρεε πηασε 3 τριαλσ (ΥΝΧΟςΕΡ−1, ΥΝΧΟςΕΡ−2 ανδ ΥΝΧΟςΕΡ−3). ϑ Ευρ Αχαδ ∆ερµατολ ςενερεολ. 2017;31:1686−1692. 8. Ρψαν Χ, Μεντερ Α, Γυεντηερ Λ, ετ αλ. Εφ⇒ χαχψ ανδ σαφετψ οφ ιξεκιζυµαβ ιν α

ρανδοµιζεδ, δουβλε−βλινδεδ, πλαχεβο−χοντρολλεδ, πηασε 3β χλινιχαλ τριαλ ιν πατιεντσ ωιτη µοδερατε−το−σεϖερε γενιταλ πσοριασισ. Πρεσεντεδ ατ τηε 18τη Αννυαλ Φαλλ Σχιεντι⇒ χ Μεετινγ οφ τηε Σεξυαλ Μεδιχινε Σοχιετψ οφ Νορτη Αµεριχα;

Οχτοβερ 27, 2017; Σαν Αντονιο, ΤΞ. Αβστραχτ 012. ηττπ://σµσνα.οργ/ς1/ινδεξ.πηπ?οπτιον=χοµ_χοντεντ&ϖιεω=αρτιχλε&ιδ=419&αβστραχτ_ιδ=221. 9. ∆ατα ον ⇒ λε. Λιλλψ ΥΣΑ, ΛΛΧ. ΤΑΛ20171219Α. 10. ∆ατα ον ⇒ λε. Λιλλψ ΥΣΑ, ΛΛΧ.

∆ΟΦ−ΙΞ−ΥΣ−0014. 11. ∆ατα ον ⇒ λε. Λιλλψ ΥΣΑ, ΛΛΧ. ΤΑΛ01242018Α.

Ταλτζ→ ισ α ρεγιστερεδ τραδεµαρκ οωνεδ ορ λιχενσεδ βψ Ελι Λιλλψ ανδ Χοµπανψ, ιτσ συβσιδιαριεσ ανδ αφ⇒ λιατεσ. 

Οτηερ χοµπανψ ανδ προδυχτ ναµεσ αρε τραδεµαρκσ οφ τηειρ ρεσπεχτιϖε οωνερσ.

ΠΠ−ΙΞ−ΥΣ−2360 01/2019 ♥ΛΙΛΛΨ ΥΣΑ, ΛΛΧ 2019. ΑΛΛ ΡΙΓΗΤΣ ΡΕΣΕΡςΕ∆.
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effects of antibodies to ixekizumab are dependent on the antibody titer; higher antibody titers were 

associated with decreasing drug concentration and clinical response.

Of the subjects who developed antibodies to ixekizumab during the 60-week treatment 

period, approximately 10%, which equates to 2% of subjects treated with Taltz at the 

recommended dosing regimen, had antibodies that were classi�ed as neutralizing. Neutralizing 

antibodies were associated with reduced drug concentrations and loss of ef�cacy.

Psoriatic Arthritis Population

For subjects treated with Taltz 80 mg every 4 weeks for up to 52 weeks (PsA1), 11% developed anti-

drug antibodies, the majority of which were low titer, and 8% had con�rmed neutralizing antibodies.

The detection of antibody formation is highly dependent on the sensitivity and speci�city 

of the assay. Additionally, the observed incidence of antibody (including neutralizing antibody) 

positivity in an assay may be in�uenced by several factors including assay methodology, sample 

handling, timing of sample collection, concomitant medications, and underlying disease. For these 

reasons, comparison of incidence of antibodies to Taltz across indications or with the incidences of 

antibodies to other products may be misleading.

Postmarketing Experience—The following adverse reactions have been identi�ed during post-

approval use of Taltz. Because the reactions are reported voluntarily from a population of uncertain 

size, it is not always possible to reliably estimate their frequency or establish a causal relationship 

to Taltz exposure.

Immune system disorders: anaphylaxis (Contraindications and Warnings and Precautions)

DRUG INTERACTIONS

Live Vaccinations—Avoid use of live vaccines in patients treated with Taltz (Warnings 

and Precautions).

Cytochrome P450 Substrates—The formation of CYP450 enzymes can be altered by increased 

levels of certain cytokines (e.g., IL-1, IL-6, IL-10, TNFĮ, IFN) during chronic in�ammation. Thus, 

Taltz, an antagonist of IL-17A, could normalize the formation of CYP450 enzymes.

Therefore, upon initiation or discontinuation of Taltz in patients who are receiving 

concomitant drugs which are CYP450 substrates, particularly those with a narrow therapeutic 

index, consider monitoring for effect (e.g., for warfarin) or drug concentration (e.g., for cyclosporine) 

and consider dosage modi�cation of the CYP450 substrate.

USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary—There are no available data on Taltz use in pregnant women to inform any drug 

associated risks. Human IgG is known to cross the placental barrier; therefore, Taltz may be 

transmitted from the mother to the developing fetus. An embryofetal development study conducted 

in pregnant monkeys at doses up to 19 times the maximum recommended human dose (MRHD) 

revealed no evidence of harm to the developing fetus. When dosing was continued until parturition, 

neonatal deaths were observed at 1.9 times the MRHD [see Data]. The clinical signi�cance of these 

nonclinical �ndings is unknown.

The background risk of major birth defects and miscarriage for the indicated population is 

unknown. In the U.S. general population, the estimated background risk of major birth defects and 

miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data

Animal Data—An embryofetal development study was conducted in cynomolgus monkeys 

administered ixekizumab. No malformations or embryofetal toxicity were observed in fetuses 

from pregnant monkeys administered ixekizumab weekly by subcutaneous injection during 

organogenesis to near parturition at doses up to 19 times the MRHD (on a mg/kg basis of  

50 mg/kg/week). Ixekizumab crossed the placenta in monkeys.

In a pre- and post-natal development toxicity study, pregnant cynomolgus monkeys 

were administered weekly subcutaneous doses of ixekizumab up to 19 times the MRHD from 

the beginning of organogenesis to parturition. Neonatal deaths occurred in the offspring of two 

monkeys administered ixekizumab at 1.9 times the MRHD (on a mg/kg basis of 5 mg/kg/week)  

and two monkeys administered ixekizumab at 19 times the MRHD (on a mg/kg basis of  

50 mg/kg/week). These neonatal deaths were attributed to early delivery, trauma, or congenital 

defect. The clinical signi�cance of these �ndings is unknown. No ixekizumab-related effects on 

functional or immunological development were observed in the infants from birth through  

6 months of age.

Lactation

Risk Summary—There are no data on the presence of ixekizumab in human milk, the effects on 

the breastfed infant, or the effects on milk production. Ixekizumab was detected in the milk of 

lactating cynomolgus monkeys. The developmental and health bene�ts of breastfeeding should be 

considered along with the mother’s clinical need for Taltz and any potential adverse effects on the 

breastfed infant from Taltz or from the underlying maternal condition.

Pediatric Use—The safety and effectiveness of Taltz in pediatric patients (<18 years of age) have 

not been evaluated.

Geriatric Use—Of the 4204 psoriasis subjects exposed to Taltz, a total of 301 were 65 years or 

older, and 36 subjects were 75 years or older. Although no differences in safety or ef�cacy were 

observed between older and younger subjects, the number of subjects aged 65 and over is not 

suf�cient to determine whether they respond differently from younger subjects.

OVERDOSAGE—In the event of overdosage, monitor the patient for any signs or symptoms of 

adverse reactions and institute appropriate symptomatic treatment immediately.

PATIENT COUNSELING INFORMATION—Advise the patient and/or caregiver to read the FDA-

approved patient labeling (Medication Guide and Instructions for Use) before the patient starts 

using Taltz and each time the prescription is renewed, as there may be new information they need 

to know.

Instructions on Self-Administration: Provide guidance to patients and caregivers on proper 

subcutaneous injection technique, including aseptic technique, and how to use the autoinjector or 

pre�lled syringe correctly (Instructions for Use).

Infection: Inform patients that Taltz may lower the ability of their immune system to �ght infections. 

Instruct patients of the importance of communicating any history of infections to the healthcare 

provider, and contacting their healthcare provider if they develop any symptoms of infection 

(Warnings and Precautions).

Allergic Reactions: Advise patients to seek immediate medical attention if they experience any 

symptoms of serious hypersensitivity reactions (Warnings and Precautions).

Additional information can be found at www.Taltz.com.
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Taltz® (ixekizumab) injection

Brief Summary: Consult the package insert for complete prescribing information.

INDICATIONS AND USAGE

Plaque Psoriasis—Taltz is indicated for the treatment of adults with moderate-to-severe plaque 

psoriasis who are candidates for systemic therapy or phototherapy.

Psoriatic Arthritis— Taltz is indicated for the treatment of adult patients with active 

psoriatic arthritis.

CONTRAINDICATIONS

Taltz is contraindicated in patients with a previous serious hypersensitivity reaction, such as 

anaphylaxis, to ixekizumab or to any of the excipients (Warnings and Precautions).

WARNINGS AND PRECAUTIONS

Infections—Taltz may increase the risk of infection. In clinical trials in patients with plaque 

psoriasis, the Taltz group had a higher rate of infections than the placebo group (27% vs 23%). 

Upper respiratory tract infections, oral candidiasis, conjunctivitis and tinea infections occurred more 

frequently in the Taltz group than in the placebo group. A similar increase in risk of infection was 

seen in placebo-controlled trials in patients with psoriatic arthritis (Adverse Reactions). Instruct 

patients treated with Taltz to seek medical advice if signs or symptoms of clinically important 

chronic or acute infection occur. If a patient develops a serious infection or is not responding to 

standard therapy, monitor the patient closely and discontinue Taltz until the infection resolves.

Pre-treatment Evaluation for Tuberculosis—Evaluate patients for tuberculosis (TB) infection 

prior to initiating treatment with Taltz. Do not administer to patients with active TB infection. Initiate 

treatment of latent TB prior to administering Taltz. Consider anti-TB therapy prior to initiating Taltz in 

patients with a past history of latent or active TB in whom an adequate course of treatment cannot 

be con�rmed. Patients receiving Taltz should be monitored closely for signs and symptoms of active 

TB during and after treatment.

Hypersensitivity—Serious hypersensitivity reactions, including angioedema and urticaria 

(each ≤0.1%), occurred in the Taltz group in clinical trials. Anaphylaxis, including cases leading to 

hospitalization, has been reported in post-marketing use with Taltz (Adverse Reactions). If a serious 

hypersensitivity reaction occurs, discontinue Taltz immediately and initiate appropriate therapy.

In�ammatory Bowel Disease— During Taltz treatment, monitor for onset or exacerbation of 

in�ammatory bowel disease. Crohn’s disease and ulcerative colitis, including exacerbations, 

occurred at a greater frequency in the Taltz group (Crohn’s disease 0.1%, ulcerative colitis 0.2%) 

than in the placebo group (0%) during the 12-week, placebo-controlled period in clinical trials in 

patients with plaque psoriasis.

Immunizations—Prior to initiating therapy with Taltz, consider completion of all age-appropriate 

immunizations according to current immunization guidelines. Avoid use of live vaccines in patients 

treated with Taltz. No data are available on the response to live vaccines.

ADVERSE REACTIONS

The following adverse drug reactions are discussed in greater detail in other sections of the label:

t� *OGFDUJPOT�(Warnings and Precautions)

t� )ZQFSTFOTJUJWJUZ�3FBDUJPOT�(Contraindications and Warnings and Precautions)

t� *OþBNNBUPSZ�#PXFM�%JTFBTF�(Warnings and Precautions)

Clinical Trials Experience—Because clinical trials are conducted under widely varying and 

controlled 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 re�ect the rates 

observed in practice.

Plaque Psoriasis

Weeks 0 to 12 : Three placebo-controlled trials in subjects with plaque psoriasis were integrated 

to evaluate the safety of Taltz compared to placebo for up to 12 weeks. A total of 1167 subjects 

(mean age 45 years; 66% men; 94% White) with plaque psoriasis received Taltz (160 mg at Week 

0, 80 mg every 2 weeks [Q2W] for 12 weeks) subcutaneously. In two of the trials, the safety of Taltz 

(use up to 12 weeks) was also compared with an active comparator, U.S. approved etanercept.

In the 12-week, placebo-controlled period, adverse events occurred in 58% of the Taltz 

Q2W group (2.5 per subject-year of follow-up) compared with 47% of the placebo group (2.1 per 

subject-year of follow-up). Serious adverse events occurred in 2% of the Taltz group (0.07 per 

subject-year of follow-up), and in 2% of the placebo group (0.07 per subject-year of follow-up).

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and at a 

higher rate in the Taltz group than the placebo group during the 12-week placebo-controlled period 

of the pooled clinical trials.

Table 1: Adverse Reactions Occurring in ≥1% of the Taltz Group  

and More Frequently than in the Placebo Group in the  

Plaque Psoriasis Clinical Trials through Week 12

Adverse Reactions Taltz 80 mg Q2W

(N=1167) (n%)

Etanerceptb

(N=287) (n%)

Placebo

(N=791) (n%)

Injection site reactions 196 (17) 32 (11) 26 (3)

Upper respiratory 

tract infectionsa 163 (14) 23 (8) 101 (13)

Nausea 23 (2) 1 (<1) 5 (1)

Tinea infections 17 (2) 0 1 (<1)

a  Upper respiratory tract infections cluster includes nasopharyngitis and rhinovirus infection.
b U.S. approved etanercept.

Adverse reactions that occurred at rates less than 1% in the Taltz group and more 

frequently than in the placebo group during the 12-week induction period included rhinitis, oral 

candidiasis, urticaria, in�uenza, conjunctivitis, in�ammatory bowel disease, and angioedema.

Weeks 13 to 60 : A total of 332 subjects received the recommended maintenance regimen of Taltz 

80 mg dosed every 4 weeks.

During the maintenance period (Weeks 13 to 60), adverse events occurred in 80% of 

subjects treated with Taltz (1.0 per subject-year of follow-up) compared to 58% of subjects treated 

with placebo (1.1 per subject-year of follow-up). Serious adverse events were reported in 4% of 

subjects treated with Taltz (0.05 per subject-year of follow-up) and none in the subjects treated 

with placebo.

Weeks 0 to 60 : Over the entire treatment period (Weeks 0 to 60), adverse events were reported in 

67% of subjects treated with Taltz (1.4 per subject-year of follow-up) compared to 48% of subjects 

treated with placebo (2.0 per subject-year of follow-up). Serious adverse events were reported in 

3% of subjects treated with Taltz (0.06 per subject-year of follow-up), and in 2% of subjects treated 

with placebo (0.06 per subject-year of follow-up).

Speci�c Adverse Drug Reactions:

Injection Site Reactions : The most frequent injection site reactions were erythema and pain. 

Most injection site reactions were mild-to-moderate in severity and did not lead to discontinuation 

of Taltz.

Infections : In the 12-week, placebo-controlled period of the clinical trials in plaque psoriasis, 

infections occurred in 27% of subjects treated with Taltz (1.2 per subject-year of follow-up) 

compared to 23% of subjects treated with placebo (1.0 per subject-year of follow-up). Serious 

infections occurred in 0.4% of subjects treated with Taltz (0.02 per subject-year of follow-up) 

and in 0.4% of subjects treated with placebo (0.02 per subject-year of follow-up) (Warnings 

and Precautions).

During the maintenance treatment period (Weeks 13 to 60), infections occurred in 57% 

of subjects treated with Taltz (0.70 per subject-year of follow-up) compared to 32% of subjects 

treated with placebo (0.61 per subject-year of follow-up). Serious infections occurred in 0.9% of 

subjects treated with Taltz (0.01 per subject-year of follow-up) and none in the subjects treated 

with placebo.

Over the entire treatment period (Weeks 0 to 60), infections were reported in 38% of 

subjects treated with Taltz (0.83 per subject-year of follow-up) compared to 23% of subjects 

treated with placebo (1.0 per subject-year of follow-up). Serious infections occurred in 0.7% of 

subjects treated with Taltz (0.02 per subject-year of follow-up), and in 0.4% of subject treated with 

placebo (0.02 per subject-year of follow-up).

Laboratory Assessment of Cytopenia:

Neutropenia—Over the entire treatment period (Weeks 0 to 60), neutropenia occurred 

in 11% of subjects treated with Taltz (0.24 per subject-year of follow-up) compared to 3% of 

subjects treated with placebo (0.14 per subject-year of follow-up). In subjects treated with Taltz, 

the incidence rate of neutropenia during Weeks 13 to 60 was lower than the incidence rate during 

Weeks 0 to 12.

In the 12-week, placebo-controlled period, neutropenia ≥ Grade 3 (<1,000 cells/mm3) 

occurred in 0.2% of the Taltz group (0.007 per subject-year of follow-up) compared to 0.1% of the 

placebo group (0.006 per subject-year of follow-up). The majority of cases of neutropenia were 

either Grade 2 (2% for Taltz 80 mg Q2W versus 0.3% for placebo; ≥1,000 to <1,500 cells/mm3) or 

Grade 1 (7% for Taltz 80 mg Q2W versus 3% for placebo; ≥1,500 cells/mm3 to <2,000 cells/mm3). 

Neutropenia in the Taltz group was not associated with an increased rate of infection compared to 

the placebo group.

Thrombocytopenia—Ninety eight percent of cases of thrombocytopenia were Grade 1 

(3% for Taltz 80 mg Q2W versus 1% for placebo; ≥75,000 cells/mm3 to <150,000 cells/mm3). 

Thrombocytopenia in subjects treated with Taltz was not associated with an increased rate of 

bleeding compared to subjects treated with placebo.

Active Comparator Trials : In the two clinical trials that included an active comparator, the rate of 

serious adverse events during weeks zero to twelve was 0.7% for U.S.-approved etanercept and 

2% for Taltz 80 mg Q2W, and the rate of discontinuation from adverse events was 0.7% for U.S. 

approved etanercept and 2% for Taltz 80 mg Q2W. The incidence of infections was 18% for U.S. 

approved etanercept and 26% for Taltz 80 mg Q2W. The rate of serious infections was 0.3% for 

both Taltz 80 mg Q2W and U.S. approved etanercept.

Psoriatic Arthritis

Taltz was studied in two placebo-controlled trials in patients with psoriatic arthritis. A total of 678 

patients were studied (454 patients on Taltz and 224 on placebo). A total of 229 patients in these 

trials received TALTZ 160 mg at Week 0, followed by 80 mg every 4 weeks (Q4W). Overall, the 

safety pro�le observed in patients with psoriatic arthritis treated with Taltz Q4W is consistent with 

the safety pro�le in patients with plaque psoriasis with the exception of the frequencies of in�uenza 

(1.3%) and conjunctivitis (1.3%).

Immunogenicity—As with all therapeutic proteins there is the potential for immunogenicity with 

Taltz. The assay to test for neutralizing antibodies has limitations detecting neutralizing antibodies 

in the presence of ixekizumab; therefore, the incidence of neutralizing antibodies development 

could be underestimated. 

Plaque Psoriasis Population

By Week 12, approximately 9% of subjects treated with Taltz every 2 weeks developed antibodies 

to ixekizumab. Approximately 22% of subjects treated with Taltz at the recommended dosing 

regimen developed antibodies to ixekizumab during the 60-week treatment period. The clinical 
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effects of antibodies to ixekizumab are dependent on the antibody titer; higher antibody titers were 

associated with decreasing drug concentration and clinical response.

Of the subjects who developed antibodies to ixekizumab during the 60-week treatment 

period, approximately 10%, which equates to 2% of subjects treated with Taltz at the 

recommended dosing regimen, had antibodies that were classi�ed as neutralizing. Neutralizing 

antibodies were associated with reduced drug concentrations and loss of ef�cacy.

Psoriatic Arthritis Population

For subjects treated with Taltz 80 mg every 4 weeks for up to 52 weeks (PsA1), 11% developed anti-

drug antibodies, the majority of which were low titer, and 8% had con�rmed neutralizing antibodies.

The detection of antibody formation is highly dependent on the sensitivity and speci�city 

of the assay. Additionally, the observed incidence of antibody (including neutralizing antibody) 

positivity in an assay may be in�uenced by several factors including assay methodology, sample 

handling, timing of sample collection, concomitant medications, and underlying disease. For these 

reasons, comparison of incidence of antibodies to Taltz across indications or with the incidences of 

antibodies to other products may be misleading.

Postmarketing Experience—The following adverse reactions have been identi�ed during post-

approval use of Taltz. Because the reactions are reported voluntarily from a population of uncertain 

size, it is not always possible to reliably estimate their frequency or establish a causal relationship 

to Taltz exposure.

Immune system disorders: anaphylaxis (Contraindications and Warnings and Precautions)

DRUG INTERACTIONS

Live Vaccinations—Avoid use of live vaccines in patients treated with Taltz (Warnings 

and Precautions).

Cytochrome P450 Substrates—The formation of CYP450 enzymes can be altered by increased 

levels of certain cytokines (e.g., IL-1, IL-6, IL-10, TNFĮ, IFN) during chronic in�ammation. Thus, 

Taltz, an antagonist of IL-17A, could normalize the formation of CYP450 enzymes.

Therefore, upon initiation or discontinuation of Taltz in patients who are receiving 

concomitant drugs which are CYP450 substrates, particularly those with a narrow therapeutic 

index, consider monitoring for effect (e.g., for warfarin) or drug concentration (e.g., for cyclosporine) 

and consider dosage modi�cation of the CYP450 substrate.

USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary—There are no available data on Taltz use in pregnant women to inform any drug 

associated risks. Human IgG is known to cross the placental barrier; therefore, Taltz may be 

transmitted from the mother to the developing fetus. An embryofetal development study conducted 

in pregnant monkeys at doses up to 19 times the maximum recommended human dose (MRHD) 

revealed no evidence of harm to the developing fetus. When dosing was continued until parturition, 

neonatal deaths were observed at 1.9 times the MRHD [see Data]. The clinical signi�cance of these 

nonclinical �ndings is unknown.

The background risk of major birth defects and miscarriage for the indicated population is 

unknown. In the U.S. general population, the estimated background risk of major birth defects and 

miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data

Animal Data—An embryofetal development study was conducted in cynomolgus monkeys 

administered ixekizumab. No malformations or embryofetal toxicity were observed in fetuses 

from pregnant monkeys administered ixekizumab weekly by subcutaneous injection during 

organogenesis to near parturition at doses up to 19 times the MRHD (on a mg/kg basis of  

50 mg/kg/week). Ixekizumab crossed the placenta in monkeys.

In a pre- and post-natal development toxicity study, pregnant cynomolgus monkeys 

were administered weekly subcutaneous doses of ixekizumab up to 19 times the MRHD from 

the beginning of organogenesis to parturition. Neonatal deaths occurred in the offspring of two 

monkeys administered ixekizumab at 1.9 times the MRHD (on a mg/kg basis of 5 mg/kg/week)  

and two monkeys administered ixekizumab at 19 times the MRHD (on a mg/kg basis of  

50 mg/kg/week). These neonatal deaths were attributed to early delivery, trauma, or congenital 

defect. The clinical signi�cance of these �ndings is unknown. No ixekizumab-related effects on 

functional or immunological development were observed in the infants from birth through  

6 months of age.

Lactation

Risk Summary—There are no data on the presence of ixekizumab in human milk, the effects on 

the breastfed infant, or the effects on milk production. Ixekizumab was detected in the milk of 

lactating cynomolgus monkeys. The developmental and health bene�ts of breastfeeding should be 

considered along with the mother’s clinical need for Taltz and any potential adverse effects on the 

breastfed infant from Taltz or from the underlying maternal condition.

Pediatric Use—The safety and effectiveness of Taltz in pediatric patients (<18 years of age) have 

not been evaluated.

Geriatric Use—Of the 4204 psoriasis subjects exposed to Taltz, a total of 301 were 65 years or 

older, and 36 subjects were 75 years or older. Although no differences in safety or ef�cacy were 

observed between older and younger subjects, the number of subjects aged 65 and over is not 

suf�cient to determine whether they respond differently from younger subjects.

OVERDOSAGE—In the event of overdosage, monitor the patient for any signs or symptoms of 

adverse reactions and institute appropriate symptomatic treatment immediately.

PATIENT COUNSELING INFORMATION—Advise the patient and/or caregiver to read the FDA-

approved patient labeling (Medication Guide and Instructions for Use) before the patient starts 

using Taltz and each time the prescription is renewed, as there may be new information they need 

to know.

Instructions on Self-Administration: Provide guidance to patients and caregivers on proper 

subcutaneous injection technique, including aseptic technique, and how to use the autoinjector or 

pre�lled syringe correctly (Instructions for Use).

Infection: Inform patients that Taltz may lower the ability of their immune system to �ght infections. 

Instruct patients of the importance of communicating any history of infections to the healthcare 

provider, and contacting their healthcare provider if they develop any symptoms of infection 

(Warnings and Precautions).

Allergic Reactions: Advise patients to seek immediate medical attention if they experience any 

symptoms of serious hypersensitivity reactions (Warnings and Precautions).

Additional information can be found at www.Taltz.com.

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
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Brief Summary: Consult the package insert for complete prescribing information.

INDICATIONS AND USAGE

Plaque Psoriasis—Taltz is indicated for the treatment of adults with moderate-to-severe plaque 

psoriasis who are candidates for systemic therapy or phototherapy.

Psoriatic Arthritis— Taltz is indicated for the treatment of adult patients with active 

psoriatic arthritis.

CONTRAINDICATIONS

Taltz is contraindicated in patients with a previous serious hypersensitivity reaction, such as 

anaphylaxis, to ixekizumab or to any of the excipients (Warnings and Precautions).

WARNINGS AND PRECAUTIONS

Infections—Taltz may increase the risk of infection. In clinical trials in patients with plaque 

psoriasis, the Taltz group had a higher rate of infections than the placebo group (27% vs 23%). 

Upper respiratory tract infections, oral candidiasis, conjunctivitis and tinea infections occurred more 

frequently in the Taltz group than in the placebo group. A similar increase in risk of infection was 

seen in placebo-controlled trials in patients with psoriatic arthritis (Adverse Reactions). Instruct 

patients treated with Taltz to seek medical advice if signs or symptoms of clinically important 

chronic or acute infection occur. If a patient develops a serious infection or is not responding to 

standard therapy, monitor the patient closely and discontinue Taltz until the infection resolves.

Pre-treatment Evaluation for Tuberculosis—Evaluate patients for tuberculosis (TB) infection 

prior to initiating treatment with Taltz. Do not administer to patients with active TB infection. Initiate 

treatment of latent TB prior to administering Taltz. Consider anti-TB therapy prior to initiating Taltz in 

patients with a past history of latent or active TB in whom an adequate course of treatment cannot 

be con�rmed. Patients receiving Taltz should be monitored closely for signs and symptoms of active 

TB during and after treatment.

Hypersensitivity—Serious hypersensitivity reactions, including angioedema and urticaria 

(each ≤0.1%), occurred in the Taltz group in clinical trials. Anaphylaxis, including cases leading to 

hospitalization, has been reported in post-marketing use with Taltz (Adverse Reactions). If a serious 

hypersensitivity reaction occurs, discontinue Taltz immediately and initiate appropriate therapy.

In�ammatory Bowel Disease— During Taltz treatment, monitor for onset or exacerbation of 

in�ammatory bowel disease. Crohn’s disease and ulcerative colitis, including exacerbations, 

occurred at a greater frequency in the Taltz group (Crohn’s disease 0.1%, ulcerative colitis 0.2%) 

than in the placebo group (0%) during the 12-week, placebo-controlled period in clinical trials in 

patients with plaque psoriasis.

Immunizations—Prior to initiating therapy with Taltz, consider completion of all age-appropriate 

immunizations according to current immunization guidelines. Avoid use of live vaccines in patients 

treated with Taltz. No data are available on the response to live vaccines.

ADVERSE REACTIONS

The following adverse drug reactions are discussed in greater detail in other sections of the label:

t� *OGFDUJPOT�(Warnings and Precautions)

t� )ZQFSTFOTJUJWJUZ�3FBDUJPOT�(Contraindications and Warnings and Precautions)

t� *OþBNNBUPSZ�#PXFM�%JTFBTF�(Warnings and Precautions)

Clinical Trials Experience—Because clinical trials are conducted under widely varying and 

controlled 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 re�ect the rates 

observed in practice.

Plaque Psoriasis

Weeks 0 to 12 : Three placebo-controlled trials in subjects with plaque psoriasis were integrated 

to evaluate the safety of Taltz compared to placebo for up to 12 weeks. A total of 1167 subjects 

(mean age 45 years; 66% men; 94% White) with plaque psoriasis received Taltz (160 mg at Week 

0, 80 mg every 2 weeks [Q2W] for 12 weeks) subcutaneously. In two of the trials, the safety of Taltz 

(use up to 12 weeks) was also compared with an active comparator, U.S. approved etanercept.

In the 12-week, placebo-controlled period, adverse events occurred in 58% of the Taltz 

Q2W group (2.5 per subject-year of follow-up) compared with 47% of the placebo group (2.1 per 

subject-year of follow-up). Serious adverse events occurred in 2% of the Taltz group (0.07 per 

subject-year of follow-up), and in 2% of the placebo group (0.07 per subject-year of follow-up).

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and at a 

higher rate in the Taltz group than the placebo group during the 12-week placebo-controlled period 

of the pooled clinical trials.

Table 1: Adverse Reactions Occurring in ≥1% of the Taltz Group  

and More Frequently than in the Placebo Group in the  

Plaque Psoriasis Clinical Trials through Week 12

Adverse Reactions Taltz 80 mg Q2W

(N=1167) (n%)

Etanerceptb

(N=287) (n%)

Placebo

(N=791) (n%)

Injection site reactions 196 (17) 32 (11) 26 (3)

Upper respiratory 

tract infectionsa 163 (14) 23 (8) 101 (13)

Nausea 23 (2) 1 (<1) 5 (1)

Tinea infections 17 (2) 0 1 (<1)

a  Upper respiratory tract infections cluster includes nasopharyngitis and rhinovirus infection.
b U.S. approved etanercept.

Adverse reactions that occurred at rates less than 1% in the Taltz group and more 

frequently than in the placebo group during the 12-week induction period included rhinitis, oral 

candidiasis, urticaria, in�uenza, conjunctivitis, in�ammatory bowel disease, and angioedema.

Weeks 13 to 60 : A total of 332 subjects received the recommended maintenance regimen of Taltz 

80 mg dosed every 4 weeks.

During the maintenance period (Weeks 13 to 60), adverse events occurred in 80% of 

subjects treated with Taltz (1.0 per subject-year of follow-up) compared to 58% of subjects treated 

with placebo (1.1 per subject-year of follow-up). Serious adverse events were reported in 4% of 

subjects treated with Taltz (0.05 per subject-year of follow-up) and none in the subjects treated 

with placebo.

Weeks 0 to 60 : Over the entire treatment period (Weeks 0 to 60), adverse events were reported in 

67% of subjects treated with Taltz (1.4 per subject-year of follow-up) compared to 48% of subjects 

treated with placebo (2.0 per subject-year of follow-up). Serious adverse events were reported in 

3% of subjects treated with Taltz (0.06 per subject-year of follow-up), and in 2% of subjects treated 

with placebo (0.06 per subject-year of follow-up).

Speci�c Adverse Drug Reactions:

Injection Site Reactions : The most frequent injection site reactions were erythema and pain. 

Most injection site reactions were mild-to-moderate in severity and did not lead to discontinuation 

of Taltz.

Infections : In the 12-week, placebo-controlled period of the clinical trials in plaque psoriasis, 

infections occurred in 27% of subjects treated with Taltz (1.2 per subject-year of follow-up) 

compared to 23% of subjects treated with placebo (1.0 per subject-year of follow-up). Serious 

infections occurred in 0.4% of subjects treated with Taltz (0.02 per subject-year of follow-up) 

and in 0.4% of subjects treated with placebo (0.02 per subject-year of follow-up) (Warnings 

and Precautions).

During the maintenance treatment period (Weeks 13 to 60), infections occurred in 57% 

of subjects treated with Taltz (0.70 per subject-year of follow-up) compared to 32% of subjects 

treated with placebo (0.61 per subject-year of follow-up). Serious infections occurred in 0.9% of 

subjects treated with Taltz (0.01 per subject-year of follow-up) and none in the subjects treated 

with placebo.

Over the entire treatment period (Weeks 0 to 60), infections were reported in 38% of 

subjects treated with Taltz (0.83 per subject-year of follow-up) compared to 23% of subjects 

treated with placebo (1.0 per subject-year of follow-up). Serious infections occurred in 0.7% of 

subjects treated with Taltz (0.02 per subject-year of follow-up), and in 0.4% of subject treated with 

placebo (0.02 per subject-year of follow-up).

Laboratory Assessment of Cytopenia:

Neutropenia—Over the entire treatment period (Weeks 0 to 60), neutropenia occurred 

in 11% of subjects treated with Taltz (0.24 per subject-year of follow-up) compared to 3% of 

subjects treated with placebo (0.14 per subject-year of follow-up). In subjects treated with Taltz, 

the incidence rate of neutropenia during Weeks 13 to 60 was lower than the incidence rate during 

Weeks 0 to 12.

In the 12-week, placebo-controlled period, neutropenia ≥ Grade 3 (<1,000 cells/mm3) 

occurred in 0.2% of the Taltz group (0.007 per subject-year of follow-up) compared to 0.1% of the 

placebo group (0.006 per subject-year of follow-up). The majority of cases of neutropenia were 

either Grade 2 (2% for Taltz 80 mg Q2W versus 0.3% for placebo; ≥1,000 to <1,500 cells/mm3) or 

Grade 1 (7% for Taltz 80 mg Q2W versus 3% for placebo; ≥1,500 cells/mm3 to <2,000 cells/mm3). 

Neutropenia in the Taltz group was not associated with an increased rate of infection compared to 

the placebo group.

Thrombocytopenia—Ninety eight percent of cases of thrombocytopenia were Grade 1 

(3% for Taltz 80 mg Q2W versus 1% for placebo; ≥75,000 cells/mm3 to <150,000 cells/mm3). 

Thrombocytopenia in subjects treated with Taltz was not associated with an increased rate of 

bleeding compared to subjects treated with placebo.

Active Comparator Trials : In the two clinical trials that included an active comparator, the rate of 

serious adverse events during weeks zero to twelve was 0.7% for U.S.-approved etanercept and 

2% for Taltz 80 mg Q2W, and the rate of discontinuation from adverse events was 0.7% for U.S. 

approved etanercept and 2% for Taltz 80 mg Q2W. The incidence of infections was 18% for U.S. 

approved etanercept and 26% for Taltz 80 mg Q2W. The rate of serious infections was 0.3% for 

both Taltz 80 mg Q2W and U.S. approved etanercept.

Psoriatic Arthritis

Taltz was studied in two placebo-controlled trials in patients with psoriatic arthritis. A total of 678 

patients were studied (454 patients on Taltz and 224 on placebo). A total of 229 patients in these 

trials received TALTZ 160 mg at Week 0, followed by 80 mg every 4 weeks (Q4W). Overall, the 

safety pro�le observed in patients with psoriatic arthritis treated with Taltz Q4W is consistent with 

the safety pro�le in patients with plaque psoriasis with the exception of the frequencies of in�uenza 

(1.3%) and conjunctivitis (1.3%).

Immunogenicity—As with all therapeutic proteins there is the potential for immunogenicity with 

Taltz. The assay to test for neutralizing antibodies has limitations detecting neutralizing antibodies 

in the presence of ixekizumab; therefore, the incidence of neutralizing antibodies development 

could be underestimated. 

Plaque Psoriasis Population

By Week 12, approximately 9% of subjects treated with Taltz every 2 weeks developed antibodies 

to ixekizumab. Approximately 22% of subjects treated with Taltz at the recommended dosing 

regimen developed antibodies to ixekizumab during the 60-week treatment period. The clinical 
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 Technology improves skincare effi cacy FROM PAGE 1

“ “They [researchers] were able to
demonstrate the importance of protecting 
your genome and, even more importantly, 
to protect your proteome. Proteomes are
the proteins that repair DNA damage.”
Michele Gasiorowski, M.D., Greenwich Dermatology, Greenwich, Conn.,

antiaging
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“By week eight, in my particular project, 91% 
of people felt they were more comfortable with the 
appearance of their skin; 50% 
or more reported improve-
ment in many parameters, 
such as wrinkles, thickness, 
skin integrity, dullness, tex-
ture, hydration and even 
color,” says Dr. Cohen, direc-
tor of AboutSkin Dermatol-
ogy and DermSurgery, in Greenwood Village and 
Lone Tree, Colo., and associate clinical professor 
of dermatology University of Califor-
nia at Irvine.

Dr. Cohen’s study comes on the 
heels of research published last year 
by dermatologist Zoe Draelos, M.D. 
The paper includes results from a 
safety study of 60 females ages 53 to 
80 years who had been amenorrheic 
for at least three years. “The safety 
study showed that this active ingre-
dient [MEP] is broken down by ester-
ases into a completely inactive metab-
olite in the bloodstream,” Dr. Cohen 
says.

In a subsequent e�  cacy study of 
80 patients that was published at the 
same time as the safety data, Dr. Draelos looked 
at applying only the MEP active ingredient in a 
14-week study.

“In this efficacy study, there were no other 
actives to distract from the hero ingredient. She 
found significant improvement in many factors 
in the skin: 54% improvement in dryness; 39% 
improvement in dullness; 20% improvement 
in thickness; 19% improvement in laxity; 11% 
improvement in redness,” Dr. Cohen says. “Very 
interestingly, Dr. Draelos also biopsied a subset 
of those in this e�  cacy study and found increased 
number of estrogen receptors on the � broblasts of 
treated skin.”

Dr. Cohen references some previous work that 
suggests 30% of collagen is lost in the first five 
years of menopause but the skin effects start in 
peri-menopause.

New cosmeceuti-
cal innovations are 
grounded in scien-

tifi c research.

Among topicals 
are those for estro-
gen-defi cient skin, 

skin protection and 
DNA repair.

Experts say there’s 
more to come.

Quick TAKES

Emepelle formulations o� er more than estro-
gen receptor activation in the skin, as both the 
day Serum and Night Cream have been formu-
lated with other ingredients.

“The serum formulation was designed for 
daytime use so it could be layered under sun-
screen, and also contains potent antioxidants. 
It goes on really well. It was designed to be oil-
free, so it’s not an issue for patients who might be 
acne prone,” Dr. Cohen says. “The Night Cream 
has 0.1% retinol, peptides and various emollients. 
This is really designed as a comprehensive skin-

care regimen.”
Dr.  Cohen says he uses 

Empelle’s products in practice, 
often using both for older patients. 
For more acne-prone patients who 
might prefer an oil-free product, he 
recommends the day Serum along 
with a dedicated stand-alone reti-
noid at night (or retinoid plus ben-
zoyl peroxide).

OPERATION: DNA REPAIR
D e r m a t o l o g i s t  M i c h e l e 
Gasiorowski, M.D., of Greenwich 
Dermatology, Greenwich, Conn., 
says she believes DNA repair is one 

of the most important goals of skincare regimens.
She cites studies by Emanuele and Spencer 

that help to make that point.
“They proved that combining DNA repair 

enzymes with antioxidants achieves a multi-
plicative e� ect. They were able to demonstrate 
the importance of protecting your genome and, 
even more importantly, to protect your proteome. 
Proteomes are the proteins that repair DNA dam-
age,” Dr. Gasiorowski says.
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Neova now produces a cosmeceutical product 
based on these researchers’ � ndings. That prod-
uct, DNA Total Repair, includes DNA repair 
enzymes, antioxidants and a sunscreen, accord-
ing to Dr. Gasiorowski.

“A study demonstrated more recently that 
when a UV photon is absorbed at thymine or 
cytosine, DNA photoproducts are typically cre-
ated within picoseconds. DNA damage occurs 
mostly during the time of exposure. However, in 
melanin-containing cells, [cyclobutane pyrimidine 
dimers] CPDs are generated for more than three 
hours post exposure, even in the dark, earning the 
name ‘dark CPDs.’ So the DNA damage continues 
for hours after exposure, which we were not aware 
of,” Dr. Gasiorowski says. “What Neova did was 
to create an after-sun repair cream that contains 
DNA repair enzymes, which is brilliant.”

Neova also markets a topical with the GHK 
copper peptide, called Creme De La Copper. Dr. 
Gasiorowski says it is a topical used in patients after 
laser procedures, microneedling and micro-chan-
neling to promote healing. Interestingly, this topi-
cal also helps � broblasts revive after radiation ther-
apy, she says.

SUNSCREEN INNOVATIONS
As for sun protection products, additional envi-
ronmental aggressors that cause skin damage are 
at the heart of innovations.

Colorescience recently launched Sunforget-
table Total Protection product line with its pat-
ented EnviroScreen technology, formulated with 

Dr. Cohen

DT1119_001,48,58-59,68V3.Final.indd   64 11/1/19   3:30 PM



By LISETTE HILTON

Most skincare innovations happen in the medically dis-
pensed and physician-dispensed lines before those inno-
vations hit the mass market. But that’s not to say there aren’t 
lower priced options that dermatologists can confi dent-
ly recommend to patients looking for skincare products 
backed by science, according to dermatologist Vivian 
Bucay, M.D., of the Bucay Center for Dermatology and 
Aesthetics, in San Antonio, Texas.

“One example: People who want hyaluronic acid in 
their skincare can use products in Neutrogena’s Hydro 
Boost line, which has some nice products,” Dr. Bucay says.

A pricier and more innovative alternative is Senté, which 
uses a glycosaminoglycan — a type of hyaluronic acid 
called heparan sulphate analog. Senté has worldwide 
exclusive rights to heparan sulphate analog, which has 
the properties of being a hyaluronic acid and can hold 
1,000 times its weight in water, but it also happens to be 
the one molecule that bathes all living cells.

“It’s so important because it regulates growth factor 
functions. That’s their hero ingredient. That’s innovative 
and pricey,” Dr. Bucay says. “But I tell patients that if they’re 
looking for a hyaluronic acid product, Hydro Boost is a 
good option. They don’t have to buy the more expensive 
Chanel or Estee Lauder or other department store brands.”

Olay Regenerist and Olay Pro X lines are lower priced 
options with proven skincare benefi ts, according to Dr. 
Bucay.

“When peptides became a buzz word in early 2000, 
Strivectin was about $175 a tube and Olay was $10, and 
they both had licensed the same peptide,” Dr. Bucay says.

A higher priced innovative product from Skinbetter 
Science features a patented molecule that uses lactic 
acid and retinoic acid to create a hybrid that’s processed 
through the skin. It’s a tolerated retinoid that doesn’t tend 
to cause skin irritation, Dr. Bucay says.

More affordable drug-store alternatives include the 
Pierre Fabre Avène line, in which the company uses a ret-
inaldehyde, known as RetrinAL.

“It’s one of the things that retinol is metabolized into 
and which then metabolizes into retinoic acid. It’s a lot 
less irritating. They have hyaluronic acid and retinalde-
hyde. It’s affordable with some good actives,” Dr. Bucay 

says. “There’s Roc from Johnson and Johnson which is a 
pretty intensive line of products with retinol.”

La Roche-Posay’s Toleraine line (Loreal) offers a more 
affordable and innovative day cream, night cream and 
eye cream. Each is preservative-free, featuring an airless 
container that keeps the products sterile. The company 
tested the products on more than 3800 people who were 
patch tested and proven to have allergies to two or more 
offi cially recognized allergens.

“That to me is an innovation that’s worth it. It would be 
a good choice for sensitive skin,” Dr. Bucay says. “It is for-
mulated with the La Roche-Posay dermal spring water for 
sensitive skin. It has no preservatives, no parabens, no fra-
grance and no drying alcohols. It has is a preservative-free 
formula with a valve system within the pump. And it has a 
tri-layer pouch and it’s retractable.”

Innovation often requires research, which increases 
product pricing, according to Dr. Bucay. She says patients 
should be aware of products backed by quality science 
and that there is no better indicator that a product works. 
Dr. Bucay was among the authors of a paper published in 
the Journal of Drugs in Dermatology looking at the defen-
sin-containing skin care regimen DefenAge (Projenitor 
Biologics, MediCell Technologies) skincare products.1

The authors found the DefeAge regimen activates the 
body’s own dormant stem cells to generate healthy new 
epidermal cells.

“That was a double-blinded vehicle-controlled study. And 
we did biopsies to show a difference in the skin’s response. 
The Defensins in skincare aren’t found in anything else,” she 
says. “If you’re talking about something purely innovative 
that has an exclusive ingredient it’s not going to be sub-
stituted with even a department store or drug store alter-
native. It’s not possible. There’s exclusivity. They can’t get 
their hands on that ingredient.”

Disclosures: 
Dr. Bucay is a La Roche-Posay (L’Oreal) consultant; SkinCeuticals (L’Oreal) 
speaker; Senté medical advisory board member.

References: 
1. Taub A, Bucay V, Keller G, Williams J, Mehregan D. Multi-Center, Double-Blind, 
Vehicle-Controlled Clinical Trial of an Alpha and Beta Defensin-Containing Anti-Ag-
ing Skin Care Regimen With Clinical, Histopathologic, Immunohistochemical, 
Photographic, and Ultrasound Evaluation. J Drugs Dermatol. 2018;17(4):426-441.

patented triple coated minerals, zinc oxide and 
titanium dioxide, as well as ingredients to protect 
against high-energy visible (HEV) light, infrared 
radiation and pollution. The product also soothes 
and hydrates skin.

“Together, with the novel coated actives, these 
formulations are designed to nourish skin, pro-
tect against free radicals and protect against UVA/
UVB-induced skin damage, air pollution, blue 
light and infrared radiation that contribute to skin 
damage,” according to a paper published May 
2019 in the Journal of Cosmetic Dermatology.

“This is important because more research 
has shown that there are other environmental 

aggressors that cause skin 
damage,” says dermatologist 
Elizabeth Grieshaber, M.D., 
of Terezakis and Grieshaber 
Dermatology, Metairie, La. 
“A hot topic surrounding 
sun protection is the pend-

ing changes to the FDA Sunscreen monograph, 
particularly around ingredient safety where they 
currently recognize zinc oxide and titanium diox-
ide as the only two ingredients that are Generally 
Recognized as Safe and E� ective (GRASE) for 
humans and marine life. I almost exclusively rec-
ommend products with physical blockers to my 
patients. Traditionally physical sunscreens are not 
the most elegant cosmetically but Colorescience is 
changing this market.”

People with any skin tone, including Fitzpat-
rick V skin type, can apply the sunscreen with-
out looking whiter, according to Dr. Grieshaber.

“Blue light has been speci� cally tied to skin 
concerns associated with pigmentation such as 
melasma and brown spots,” she says, adding 
that 50% of the free radicals in skin come from 
visible light.

In company research, the Total Protection 
Brush-on Powder SPF 50 blocked 93% to 98% of 
high-energy visible light. The new Sunforgetta-
ble Total Protection Face Shield SPF 50 blocked 
70% of high-energy visible light, according to Dr. 
Grieshaber.

“Digging deeper into the science, what I found 
particularly compelling is that electron spin res-
onance spectroscopy testing, which detects 
unpaired electrons, and other ex-vivo methods 
have been developed to quantify free radicals in the 
skin following UV exposure. This testing showed 
a 245% reduction in the formation of free radicals 
following UV exposure and seven-fold reduction 
in free radicals when exposed to UV plus pollution 
— this is the � rst mineral sun protection I’m aware 
of that can demonstrate this,” Dr. Grieshaber says. 
“When it comes to pollution protection, under 
the combined stress of UV and pollution, Envi-
roScreen technology actives demonstrate a 47% 
reduction in free radical formation as measured by 
electron spin resonance method.”
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CORRECTION COSMECEUTICALS
Dr. Cohen recommends the pigment correction 
cosmeceutical with cysteamine (Cyspera, Scien-
tis and marketed by Sente in the U.S.) as an alter-
native to hydroquinone.

“Many of us limit hydroquinone use to three 
to four months. I saw cysteamine at European 
meetings about a year and a half ago and began 
incorporating this cosmeceutical for more recal-
citrant cases of pigmentation — especially mel-
asma,” Dr. Cohen says. “It is really easy to use 
and incorporate into existing skincare regimens, 
as it is designed as a short-contact topical. Patients 
apply it to areas of the face that have pigmentation 
for about 15 minutes, and then simply wash it o� .”

The short-contact regimen makes Cysteamine 
topical work well as an adjunct to laser procedures 
or chemical peels for pigment concerns, accord-
ing to Dr. Cohen.

Another innovative option in sunscreen, which 
Dr. Cohen recommends, is Revision’s TruPhysi-
cal sunscreen — a tinted 14.4% zinc oxide.

“It has a nice tint to it, so it functions as what 
they call 5-in-1 — moisturizer; peptides; bright-
ener (tetrahexyldecyl (THD) ascorbate); a tinted 
makeup/concealer; and an e� ective high-concen-
tration zinc sunscreen. This has been popular in 
my o�  ce because of the way it goes on, its light 
re� ection and the fact that people don’t have to 
put makeup over it,” Dr. Cohen says. “For people 
who have rosacea, it’s a great � t to camou� age the 
redness. For people who have had recent surgi-
cal scars or laser resurfacing, we use it to camou-
� age post-procedure redness and as a really e� ec-
tive and reliable sunscreen.” 

Disclosures: 
Drs. Gasiorowski and Grieshaber report no confl icts of interest. Dr. Cohen has par-
ticipated in a clinical trial and served as consultant for BioPelle and has served as a 
consultant for Sente.

SKINCARE INNOVATION COMES AT A PRICE

Dr. Grieshaber
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IN POLLING THE AUDIENCE during his presentation,  
Emmanuel M. Gabriel, M.D., Ph.D., reported there was an even 
distribution of how clinicians perform the biopsy:

PUNCH BIOPSIES SHAVE BIOPSIES EXCISIONAL BIOPSIES

1/31/3

1/3
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T here are many different aspects to the treatment 
and management of primary melanoma, but clini-
cians differ on their perceptions of the ideal treat-
ment approach.  

“Unfortunately, there is no real consensus on several differ-
ent aspects of the management of the primary melanoma lesion. 
Many of the recommendations from the National Comprehen-
sive Cancer Network (NCCN) are vague, leaving much up to 
the interpretation of the clinician and reliance on their train-
ing,” says Emmanuel M. Gabriel, M.D., Ph.D., senior asso-
ciate consultant, section of surgical oncology, department of 
general surgery, Mayo Clinic, Jacksonville, Fla., who spoke 
at the 4th Annual Mayo Clinic Cutaneous Oncology Sympo-
sium in Orlando.

There are a number of different techniques that the clini-
cian can choose from to biopsy malignant melanoma including 
punch and shave biopsy procedures. According to Dr. Gabriel, 
analysis of the National Cancer Database (NCDB) indicates 

punch biopsies are more favorable with approximately 60% to 
65% of clinicians opting to use this technique. This is closely 
followed by shave biopsies. 

In polling the audience during his presentation, he reported 
there was essentially an even distribution of how clinicians 
perform the biopsy, with 1/3 doing punch biopsies, 1/3 doing 
shave biopsies, and 1/3 doing excisional biopsies.

Although there is no survival benefit associated with 
biopsy technique, Dr. Gabriel says the choice of procedure 
is very important to optimizing the further management of 
the patient. 

Shave biopsies, for instance, can potentially impact the down-
stream surgical planning of the patient. Choosing the appropri-
ate biopsy technique with some foresight for the future surgical 
procedure would be advantageous, Dr. Gabriel says, as it can 
affect surgeons later on when addressing wound closure, particu-
larly in terms of how much tissue needs to be removed.

“If a patient comes in with a shave biopsy on a melanoma, 
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and management 
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There are pros and 
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Clinicians need to 
rely on their training, 
consider a multi-dis-
ciplinary approach.
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“Choosing the appropriate biopsy technique 
with some foresight for the future surgical procedure 

would be advantageous.”
Emmanuel M. Gabriel, M.D., Ph.D.,  Mayo Clinic, Jacksonville, Fla.

typically we are going to perform a wide local excision based on whatever 
scar is left over. So, the choice of biopsy technique impacts how we are going 
to close the wound afterwards,” Dr. Gabriel says. “We can potentially have 
less tissue resected following a punch biopsy, which may have a critical aes-
thetic role for the patient depending on the location of the primary tumor.” 

One of the main controversies among the currently used excision tech-
niques for melanoma is Mohs surgery. Although the technique is consid-
ered more for melanoma in situ, Dr. Gabriel says, the NCCN and the Soci-
ety of Surgical Oncology (SSO) do not support the procedure for invasive 
melanoma. 

“There are trials that are incorporating di� erent margins for certain 
T stages of tumors, and clinicians are currently using the Mohs technique 
in certain cases. However, although there are retrospective studies report-
ing equivalent outcomes of Mohs to wide local excision, it is still not level 
one evidence. In the absence of prospective trials, Mohs is not generally 
endorsed for the treatment of primary invasive melanoma for now,” Dr. 
Gabriel says. 

And, when polled for how they would remove the primary lesion, 85% of 
attendees at Dr. Gabriel’s presentation chose wide excision, he says.

The main reason for the lack of support of Mohs for invasive melanoma is 
that one of the aims of the excision is to remove the dermal lymphatics where 
the tumor can spread down and metastasize to the regional lymph nodes. The 
current guidelines put forth by the NCCN recommend margins to include the 
dermal lymphatics, Dr. Gabriel says, with the goal of preventing local recur-
rence and detecting possible satellite or in-transit disease. 

“A primary goal of the excision is to prevent a local recurrence,” he adds.
Navigating through the di� erent closure techniques and choosing the most 

appropriate procedure for the individual case can be challenging. In the end, 
however, Dr. Gabriel says the choice of closure technique will heavily depend 
on personal preference of the patient and the training of the clinician. 

Skin grafts are very attractive because it is an immediate closure; however, 
the aesthetic outcome may be less than optimal due to the resulting perma-
nent depression, which is an aspect that Dr. Gabriel says many patients do not 
immediately recognize. 

“Closure through secondary intention, particularly over boney surfaces 
may be more cumbersome for patients, because they have to be followed up 
more frequently, but the � nal cosmetic results may be better than skin graft 
outcomes,” Dr. Gabriel says. 

A lack of consensus over speci� c surveillance guidelines also remains one 
of the central issues in the management of early stage primary melanoma. Just 
how often the patient should be followed up, or whether the surgeon, derma-
tologist, or primary care physician should take care of the patient during that 

follow-up period largely remains a grey area. There is no one right answer 
when looking at surveillance guidelines, and according to Dr. Gabriel, cli-
nicians should perform this in an appropriate way and follow the supported 
guidelines found in the literature. 

“Physicians should rely on their training, and with a multi-disciplinary 
approach, they can arrive at the most appropriate treatment and management 
plan for the individual patient,” Dr. Gabriel says.
Disclosures
Dr. Gabriel reports no relevant disclosures
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N ew German basal cell carcinoma (BCC) guidelines 
are more alike than unlike U.S. guidelines, sources 
say, although minor di� erences exist in areas such 
as prevention and newer systemic treatments. 

Coordinated by Stephan Grabbe, M.D., of the department 
of dermatology, Mainz University Medical Center in Mainz, 
Germany, the guidelines were published in the February 2019 
edition of the Journal of the German Society of Dermatology.1 

Murad Alam, M.D., says the German guidelines and Amer-
ican Academy of Dermatology (AAD) BCC guidelines pub-
lished in the January 2018 Journal of the American Academy 
of Dermatology2 are remarkably similar. 

“In terms of diagnosis, therapies, risk strati� cation, discus-
sion of special cases and even terminology, the two guidelines 
are almost interchangeable. This suggests a strong international 
consensus regarding the management of BCC,” Dr. Alam says. 
He is vice chair of dermatology and professor of dermatology, 
otolaryngology and surgery at Northwestern University Fein-
berg School of Medicine, Chicago. He also cochaired the AAD 
BCC guidelines committee.

For starters, both guideline sets stratify BCCs according to 
size and location, with lesions in the so-called H zone carrying 
the highest recurrence risk. The National Comprehensive Can-
cer Network de� nes this zone as the central face, eyelids, eye-
brows, periorbital skin, nose, lips, chin, mandible, preauricu-
lar and post-auricular skin/sulci, temple, ear, genitalia, hands 
and feet.3

Likewise, German and AAD guidelines recommend surgi-
cal excision with histological margin control as the treatment 
with the lowest recurrence rates for low-risk primary BCC. 
Topical treatments such as imiquimod, 5-� uorouracil and pho-
todynamic therapy are reserved for small, super� cial BCCs, 

primarily in patients with contraindications for surgery. The 
same holds true for cryosurgery and lasers. 

With low-risk BCC, German guidelines recommend 3 mm 
to 5 mm standard surgical margins, while the AAD recom-
mends 4 mm. This numerical discrepancy is a distinction with-
out a di� erence, say Drs. Alam and Daniel B. Eisen, M.D. Dr. 
Eisen is director of dermatologic surgery at the University of 
California, Davis School of Medicine and an AAD guidelines 
co-author.

“For low-risk BCC,” says Dr. Alam, “4 mm is virtually the 
same as 3 to 5 mm.” With the increased availability of mar-
gin-controlled techniques such as Mohs surgery in the United 
States, he says, very large standard surgical margins (up to 15 
mm for standard excision of high-risk BCCs in the German 
guidelines) are rarely needed for high-risk BCCs stateside.

Dr. Eisen says he believes that 4 mm is safer than 3 mm 
because in his anecdotal experience, a 3-mm cuto�  produces 
more positive margins and repeat procedures than he’d like. 
Nevertheless, he says, 3 mm is reasonable for low-risk lesions 
given the fact that no randomized, controlled trials (RCTs) 
compare margins of 3, 4 or 5 mm against each other in BCC. 

“All we’ve got is cohort studies, and often you just get a range 
— ‘Authors used a margin of 3-5 mm.’ So you can’t draw � rm 
conclusions based on that,” he says.

Additionally, both guidelines recommend Mohs surgery 
for high-risk lesions. Furthermore, AAD guidelines include 
several additional paragraphs’ discussion of appropriate Mohs 
use that are not in the German guidelines. “Mohs is more avail-
able in the United States,” Dr. Alam says. “So, it is useful to 
have appropriate use criteria for Mohs here. I suspect as Mohs 
becomes more available in Germany and other countries, sim-
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“ The two guidelines are almost interchangeable. 
This suggests a strong international consensus 

regarding the management of BCC.”
Murad Alam, M.D., Northwestern University Feinberg School of Medicine, Chicago
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ilar guidance will be considered there.”
It’s also important to remember, he adds, that 

although payers sometimes wish to restrict access 
to Mohs surgery, widespread availability of the 
technique brings many patient bene� ts. 

“In particular, tumors are treated when they 
are smaller and more easily surgically resectable 
without morbidity, dis� gurement and functional 
loss,” he says. 

The AAD and its members expended signi� -
cant e� ort to produce the appropriate-use criteria, 
adds Dr. Eisen, and any discussion of U.S. BCC 
guidelines would have been remiss not to mention 
them.

IMMUNE CHECKPOINT INHIBITORS
Among newer systemic BCC treatments, German 
and American guidelines recommend the hedge-
hog inhibitors vismodegib and sonidegib for met-
astatic and locally advanced BCC (including, for 
the AAD, patients with nevoid BCC/Gorlin syn-
drome). Both German and American guidelines 
also note the substantial toxicity of long-term vis-
modegib therapy — in a phase 2 study, only 3 of 
18 eligible patients could tolerate continuous vis-
modegib for 36 months.4 Accordingly, say the 
German guidelines, intermittent therapy appears 
appropriate in high-risk patients.

The German guidelines add that due to their 
high mutation load, BCCs are good candidates 
for immune therapy with checkpoint inhibitors, 
specifically anti-PD1 inhibitors, one of which 
(cemiplimab, NCT 03132636) was undergo-
ing phase 2 study in Germany at press time. In a 
companion document covering BCC epidemiol-
ogy, genetics and diagnosis, the German authors 
write, “Activation of the sonic hedgehog (SHH) 
signaling pathway plays a key role in the develop-
ment of BCCs.” A mutation in the SHH inhibi-
tor patched (PTCH) causes uncontrolled activa-
tion of smoothened (SMO), rendering keratino-
cytes resistant to apoptosis.6

Conversely, the AAD guidelines do not men-
tion checkpoint inhibitors, largely because their 
track record in BCC stateside is relatively brief, 

say Drs. Alam and Eisen. “While PD-1 inhibi-
tors are kept in reserve in case of failure of hedge-
hog inhibitors,” says Dr. Alam, “we have not used 
these drugs for many years in many patients with 
different types of BCC. The AAD guidelines 
approach is thus a more conservative interpreta-
tion that reserves judgment and avoids a strong rec-
ommendation due to the limited U.S. experience 
with this class of drugs for BCC.”

Dr. Eisen adds, “At the time we crafted our 
guidelines, I don’t remember seeing any ran-
domized, controlled trials on the use of PD-1 
inhibitors for BCC. The number of people who 
would bene� t from them is likely to be pretty low, 
because not many people have metastatic BCC. 
So it’s not a huge issue for us yet.” Medications 
with proven efficacy for metastatic or locally 
advanced BCC should be recommended before 
second-line treatments, he says, and both vis-
modegib and sonidegib have randomized trials 
showing that they produce a response in patients 
who are not appropriate for surgery or have met-
astatic disease.

NICOTINAMIDE
Regarding BCC prevention, German guidelines 
strongly recommend oral nicotinamide (500 mg 
twice daily), particularly for secondary prevention 
in patients with pre-existing BCC. In a large Aus-
tralian RCT involving 386 patients with a history 
of multiple BCCs, this regimen reduced the risk of 
developing BCCs 20% (p=0.12).5

However, AAD guidelines state there is insuf-
� cient evidence to make a recommendation about 
the use of nicotinamide. The 20% reduction in the 
above study did not reach statistical signi� cance 
(p=0.12), Dr. Eisen explains. “Additionally, there 
was only one randomized trial regarding the use 
of nicotinomide to prevent BCCs. To make � rm 
conclusions one would like to see multiple trials 
performed at di� erent centers, each demonstrat-
ing e�  cacy.”  

Furthermore, AAD guidelines note, the pur-
ported bene� ts of nicotinomide use were lost soon 
after discontinuation of the medication. “Thus 

patients would need to be on the medication indef-
initely to continue to see risk reductions from its 
use,” Dr. Eisen says.

Dr. Alam adds that creating guidelines often 
requires judgment calls. “Sometimes the answer is 
not clear, and both a quali� ed recommendation or 
no recommendation are reasonable options. Such 
is the case for nicotinamide, for which the support-
ive arguments rest primarily on one high-quality 
randomized controlled trial.”

Given the limited evidence, he says, both the 
German and U.S. recommendations regard-
ing nicotinamide are reasonable. “As long as the 
guidelines cite the relevant data in such situations, 
clinicians can decide for themselves, given speci� c 
patient and tumor factors.”

Overall, adds Dr. Alam, it’s helpful for guide-
line writers and policymakers to familiarize them-
selves with guidelines written by di� erent organ-
izations from di� erent countries. “We learn from 
each other, and we can improve. Also, we are reas-
sured when we � nd that we’re in agreement, and 
the few dissimilarities are modest or cosmetic.”

Disclosures
Drs. Alam and Eisen report no relevant fi nancial interests.
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“ At the time we crafted our guidelines, I don’t remember 
seeing any ... trials on the use of PD-1 inhibitors for BBC.”

Daniel B. Eisen, M.D., Universtiy of California, Sacramento, Calif.
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Changes in collagen, elastin and hyaluronic 
acid levels contribute to the appearance of 
aged skin. Most discussions of anti-aging 
treatments, however, remain focused on 
collagen and hyaluronic acid, due to the 
challenge of regenerating depleted elastin.

In this Dermatology Times® podcast, featured 
physician C. Helen Malone, MD, discusses 

the Candela Profound system’s use of 
radiofrequency injectable energy to optimally 

activate the natural wound healing process and 
create up to 5 times the elastin — providing a 

clinically proven treatment alternative to dermal 
injectables and invasive surgery.
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dermatologytimes.com/candela-profound

PODCAST

Elastin
The Underappreciated 

Skin Fundamental

promotional podcast by

32619070076_4_PG26_ABBVIE HUMIRA PS_FP.indd   71 10/25/19   8:57 AM



should interact in a way that is rational, intelligent and 
direct to get a quicker and more accurate diagnoses for 
the patient, Dr. Cockerell told colleagues recently dur-
ing a talk at the Practical Symposium in Beaver Creek, 
Colorado.

“Unfortunately, a lot of times we receive super� cial 
or narrow biopsies that do not sample diagnostic areas. 
This can make arriving at the correct diagnosis even 
more di�  cult, particularly in the absence of adequate 
detailed clinical information regarding the lesion and 
patient,” says Dr. Cockerell 

In addition to the biopsy specimen, not all clini-
cians will submit su�  cient clinical information, a prac-
tice that often signi� cantly assists the dermatopatholo-
gist and improves the chances of arriving at the accurate 
diagnosis when faced with a challenging lesion. 

It is crucial that the pathologist know what the clini-
cian is truly thinking regarding the potential diagnosis 
of the suspect lesion, according to Dr. Cockerell.

“A picture can speak a thousand words, and if there 
is any question about the lesion at all, we encourage cli-
nicians to submit a clinical image as well, as this can be 
extremely helpful for pathologists to arrive at a more pre-
cise diagnosis in a more timely and cost-e�  cient man-
ner,” Dr. Cockerell says. 

Other methods that can help dermatopathologists 
increase diagnosis accuracy of the specimen material 
include new gene expression pro� ling technologies and 
� uorescence in situ hybridization.

“Both of these state-of-the-art techniques can be 
very useful in challenging lesions and may sometimes 
be the deciding factor when the pathologic diagnosis is 
not straightforward,” Dr. Cockerell says. “They don’t 
always solve the problem but they can provide valuable 
information that can be used in the diagnostic algorithm 
when evaluating the lesion in question.” 

Disclosures: 
Dr. Cockerell reports no relevant disclosures.
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“ A lot of times we receive superfi cial or narrow biopsies 
that do not sample diagnostic areas. This can make 
arriving at the correct diagnosis even more diffi cult, 

particularly in the absence of adequate detailed clinical 
information regarding the lesion and patient.” 

Clay J. Cockerell, M.D., Cockerell Dermatopathology, Dallas

skin cancer
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Malignant melanoma can 
mimic many melanocytic 

lesions and vice versa, making it 
a diffi cult diagnosis. 

The clinician should provide the 
dermatopathologist detailed 

clinical information, particularly 
when dealing with borderline 

melanocytic lesions. 

This offers the best chance 
for arriving at an accurate 

diagnosis in the quickest and 
most cost-effi cient manner. 

Quick TAKES

 1A This non-descript lesion on the sun-damaged skin of an older 
male patient proved, on biopsy, to be an amelanotic desmoplastic 
melanoma. B   An amelanotic desmoplastic melanoma. Photos: Clay J. 
Cockerell, M.D.
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Antibiotic resistance is a growing concern that 
threatens the effective treatment of infectious 
diseases. A 2014 report published by the World 

Health Organization on the global surveillance of 
antimicrobial resistance demonstrates the severity 
of this issue and calls for concerted action among all 
government sectors and society to mitigate antimi-
crobial resistance.1 Dermatologists prescribe antibi-
otics more often than any other specialty, based on 
the prescribing rate per clinician,2 with at least two-
thirds of these prescriptions written for the treatment 
of acne vulgaris. Not surprisingly, the prevalence of 
strains of C. acnes resistant to antibiotics, especially 
to erythromycin, has increased and can be found in 
more than 50% of patients, resulting in treatment fail-
ure.3,4 However, of potentially greater concern from a 
public health standpoint is the emergence of resis-
tant strains of commensal bacteria. As an example, 
among the erythromycin-resistant staphylococci that 
have resulted from the use of topical erythromycin, 
many strains are also cross-resistant to clindamycin. 
It is the development of this type of resistance that 
warrants concern over a future threat of emergence 
of multidrug-resistant pathogen isolates.5,6

While it is difficult to prevent the creation of mutants, 
there are ways to restrict their amplification.7 One 
important strategy involves adjusting the dosing of 
antibiotics. Doses can be adjusted to ensure that 
all susceptible cells are killed or that the drug level 
remains at a concentration capable of restricting 
mutant growth. This raises the question of how much 
drug is enough. It has long been conventional wisdom 
that, when treating with antibiotics, the best approach 
is to “hit hard” (Paul Ehrlich, 1913) or “use enough” 
(Alexander Fleming, 1943), by using the highest rec-
ommended dose to treat the infection. This means 
dosing above the minimum inhibitory concentration 
(MIC) until the infection is cleared.8 In many cases, 
dose-limiting toxicities are the main factor in determin-
ing a therapeutic dose, but theoretically, a dose exists 
that would inhibit the growth of all single-step resis-
tant mutants–it just may not be achievable in practice 
due to the associated adverse events, especially with  
systemic therapy.

Topical antibiotics may offer an approach to treatment 
aimed at slowing the emergence of resistance, pro-
vided an appropriate antibiotic is used. This is because 
topical antibiotics may allow dosing outside of the 

mutant selection window (MSW).8,9 
The concept of the MSW is illustrated 
in the model example of Streptococcus 
pneumoniae treated with moxifloxacin  
(Figure 1). Here it was demonstrated 
that drug doses outside the MSW did not 
selectively enrich for resistant bacterial 
mutants.10,11 The lower boundary of the 
MSW is the MIC, or the drug concentration 
at which growth of 105 wild-type cells is 
blocked. The upper boundary represents the 
drug concentration that blocks the growth 
of all single-step bacterial mutants. This 
is called the mutant prevention concen-
tration (MPC). The MSW, therefore, is the 
concentration range extending from the 
MIC up to the MPC, within which resis-
tant mutants are likely to emerge. If drug 
concentrations fall into the MSW for a  
prolonged period, resistant mutant bacte-
rial strains are likely to develop. This con-
cept is illustrated in an experiment with 
where S. aureus infected rabbits were 
treated with various doses of levofloxa-
cin and the MIC of the bacterial popula-
tion was evaluated over time (Figure 2).12

The selection of an appropriate dose 
depends upon, among other things, the relationship 
between the MSW and the therapeutic window of the 
antibiotic.8 The therapeutic window can be defined 
as the dosing window between the lowest effective 
dose and the highest tolerable dose. A high-dose 
strategy best prevents resistance when a maximum 
tolerable dose can suppress emergence of resistant 
strains. Conversely, when the maximum tolerable 
dose of a drug is ineffective at suppressing resistant 
strains, a low-dose strategy may be more effective 
at preventing resistance than a high-dose approach 
in some cases. In most cases, prescribed doses are 
inside the MSW and apply antibiotic selection pres-
sure. Resistance in an individual patient is held in 
check by the immune system, which clears pathogens 
after they are exposed to antimicrobials. However, over 
hundreds of millions of antibiotic prescriptions, even 
small numbers become important if the resistant 
mutants spread.10

The potential advantage of topical antibiotics, in terms 
of selection for resistance, is that they can allow for 
delivering concentrations above the MPC in the skin 
but with low systemic exposure.8,9 Since topicals typ-
ically have much lower toxicity, they can be dosed 
much higher. The key is to dose outside the MSW: 
drug concentrations below the MIC largely eliminate 
selective pressure for bacteria, while drug concen-

FIGURE 1. Streptococcus pneumoniae treated with moxifloxacin

FIGURE 2. Selection of levofloxacin-resistant S. aureus in rabbits after  
oral levofloxacin
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trations above the MPC inhibit the entire population, 
including resistant mutants (shaded green areas of 
Figure 1). Therefore,  dosing outside the MSW has 
the potential to impede resistance.
References
1.     World Health Organization. Antimicrobial resistance: global 

report on surveillance 2014. Geneva, Switzerland: World 
Health Organization; 2014. 

2.     Del Rosso JQ, et al. J Clin Aesthet Dermatol. 2016;9(4):18-24.
3.    Ross JI, et al. Br J Dermatol. 2003;148(3):467-478. 
4.    Eady EA, et al. Br J Dermatol. 1989;121(1):51-57. 
5.    Mills O Jr, et al. Acta Derm Venereol. 2002;82(4):260-265. 
6.    Coates P, et al. Br J Dermatol. 2002;146(5):840-848.
7.     Drlica K, et al. Chapter 11. In: Fong IW, Drlica K, eds. Anti-

microbial Resistance and Implications for the 21st Century. 
New York: Springer; 2008. 

8.    Day T, Read AF. PLoS Comput Biol. 2016;12(1):e1004689.
9.    Kouyos RD, et al. Proc Bio Sci. 2014;281(1794):20140566. 
10.  Drlica K. J Antimicrob Chemother. 2003;52(1):11-17.
11.   Zinner SH, et al. J Antimicrob Chemother. 2003;52(4):616-622.
12.  Drlica K, Zhao X. Clin Infect Dis. 2007;44(5):681-688.

Author Disclosures: Dr. Del Rosso is a consultant for Aclaris, Almirall, 
Athenex, BioPharmX, Cutanea, Dermira, Ferndale Laboratories, Foamix 
Pharmaceuticals Inc., Galderma, LEO Pharma, Menlo Therapeutics, 
Novan, Ortho, Pfizer, Promius, Sanofi/Regeneron, SkinFix, and Sun 
Pharma; he has received research support from Aclaris, Almirall, 
Athenex, BioPharmX, Botanix, Celgene, Cutanea, Dermira, Foamix 
Pharmaceuticals Inc., Galderma, Genentech, LEO Pharma, Menlo Ther-
apeutics, Novan, Ortho, Promius, Regeneron, Sun Pharma, and Thync; 
he participates in speakers bureaus for honoraria from Aclaris, Almirall, 
Celgene, Galderma, Genentech, LEO Pharma, Ortho, Pfizer, Promius, 
Sanofi/Regeneron, and Sun Pharma.

32619080086_2_PG16_ALMIRALL SEYSARA_FP.indd   16 10/28/19   8:44 AM



©2019 Foamix Pharmaceuticals Ltd. All Rights Reserved.
COM-UNB-US-190030

INNOVATIVE SOLUTIONS, 
INSPIRED BY PATIENTS. 
FORMULATED BY FOAMIX.

Foamix is a specialty pharmaceutical company working to solve some of today’s 
most difficult therapeutic challenges in dermatology and beyond.

With expertise in topical medicine innovation as a springboard, the company is working to develop and commercialize 
solutions that were long thought impossible. Its proprietary Molecule Stabilizing Technology (MST™) is being utilized in 

the company’s investigational dermatology products in late stage development.

It’s this passion that drives us to see the solutions, overcome barriers in all aspects of business, and reimagine what’s possible 
for conditions with high unmet needs.

 To learn more, visit www.foamix.com 
or follow us on:   

linkedin.com/company/foamix@foamix_pharma @FoamixPharmaceuticals

32619070076_4_PG26_ABBVIE HUMIRA PS_FP.indd   26 10/29/19   10:22 AM



Numerous barriers prevent dermatologists from con-
sistently using fungal diagnostic preparations to 
diagnose cutaneous fungal infections. In fact, more 
than one-�fth of dermatologists surveyed said they 

never or rarely do fungal preparations in practice and more 
than 43% said that very often the clinical diagnosis is adequate, 
according to a study published August 2019 in The Journal of 
Drugs in Dermatology.1

The problem with that is even dermatologists misdiagnose 
and mismanage fungal infections. Adam Friedman, M.D., the 
senior author on this paper, realized this when he asked der-
matologists at a meeting to look at 13 clinical images and deter-
mine whether or not each was a fungal skin infection. The sub-
sequent study, published in the Journal of the American Acad-
emy of Dermatology in 2016, found that more than 75% of the 
dermatologists surveyed accurately identi�ed only four of 13 
dermatophytosis cases.2

Performing direct microscopy with potassium hydroxide 
(KOH) or other stains to con�rm a suspected fungal infection 
should be a central tenant in dermatology, says Dr. Friedman, 

professor and interim chair of dermatology at the George Wash-
ington School of Medicine and Health Sciences. 

“There are exceptions to every rule. I’m sure there are 
times when you can tell from a mile away when you look at a 
foot that it’s tinea pedis. But very often, cutaneous dermato-
phyte infections can look like a lot of things. They can look like 
eczema; they can look like psoriasis. They can look like cuta-
neous T-cell lymphoma. And because they can be protean in 
nature, why not do something so simple?” He says. “We have 
a bedside diagnostic that will help you con�rm your clinical 
suspicion. Everyone should be doing it and everyone should 
be pro�cient in it.”

SO WHY NOT? 
Dr. Friedman’s latest study on the topic re�ects 308 completed 
survey responses from dermatologists on the Orlando Derma-
tology and Aesthetic and Clinical Conference email list. Sur-
vey questions delved into dermatologists’ perceptions of fungal 
preparations and Clinical Laboratory Improvement Amend-

LISETTE HILTON | Sta� Correspondent

Test could prevent  
common misdiagnoses

|  Fungal swartz-lam-
kin preparation (hyphae 
appear blue-green) 
reveals numerous sep-
tate branching hyphae 
among epithelial cells. 
Photos: Adam Fried-
man, M.D.
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One-fifth of derma-
tologists surveyed 
said they never or 
rarely do preper-
ations for fungal 
infections.

CLIA certifica-
tion challanges 
and maintenance 
become a barrier 
for dermatologists.

Quick TAKES
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ment (CLIA) certi�cation, which is necessary for 
getting reimbursed for performing the stains. 

While nearly 21% of respondents said they 
rarely or never use the prep when they suspect 
fungal infection, another 19.86% indicated they’ll 
“sometimes” perform fungal preparations. In addi-
tion to believing clinical diagnoses are adequate, 
dermatologists said they’re also unlikely to do the 
preps because they take too long. 

More than 21% reported they were not CLIA 
certi�ed, often because the process takes too much 
work or they don’t know how to apply. Nearly 13% 
of respondents said they rarely or never have access 
to a microscope, according to the study. 

More than a quarter of the dermatologists who 
indicated they were CLIA certified agreed that 
obtaining the certi�cation was di�cult. 

“These barriers emphasize the need for addi-
tional education about cutaneous fungal infec-
tions and use of bedside diagnostics. Addition-
ally, policy-based interventions are necessary to 
ease the process of CLIA certi�cation,” the authors 
concluded. 

RIGHTING MISPERCEPTIONS  
AND ACKNOWLEDGING REALITY
In reality, performing KOH, Swartz-Lamkins 
or Chlorazol Black E fungal stains is simple and 
doesn’t take much time at all. 

“You’re scratching the scale off the involved 

area onto a slide. You’re then using your prepara-
tion of choice and depending on the formulation 
you may have to heat it to accelerate the reaction of 
the specimen. Then you look at it under a micro-
scope,” Dr. Friedman says. “We’re talking a mat-
ter of minutes that can easily change the course of 
someone’s care.”

Another issue that emerged as a signi�cant bar-
rier and is a real challenge is CLIA certi�cation, 
according to Dr. Friedman. 

CLIA certi�cation costs money, takes time to 
pursue and requires a review — usually every two 
years. CLIA certified dermatologists doing the 
preps need to keep logs, demonstrate competency 
and take exams on an annual basis, according to 
Dr. Friedman. 

“That takes a lot more time than actually doing 
the KOH preps,” he says. 

The burden of certi�cation and maintenance 
makes sense for lab work,  Mohs patients for exam-
ple, but not for diagnosing fungal infections, Dr. 
Friedman reasons. And he hopes data like this 
might help foster change at the Centers for Medi-
care and Medicaid Services (CMS) to ease the bur-
den on dermatologists and other providers who 
need to perform KOH and other stains. 

THE COST TO PATIENTS
Patients su�er when dermatologists don’t perform 
fungal diagnostic preparations to con�rm cutane-

ous fungal infection diagnoses, according to Dr. 
Friedman. 

“They could be getting the wrong treatment, 
or have to put more time into coming in for another 
visit. There are multiple layers of physical and emo-
tional cost that go with not having it treated the 
right way,” he says. 

Dr. Friedman has seen the consequences. He 
says he often sees patients with a spectrum called 
tinea incognito, where patients who have a fungal 
infection are treated with a steroid. The steroid 
turns o� the immune response, so the tell-tale red-
ness goes away and the skin just looks �aky, but the 
infection gets worse and worse. 

“I had a patient who had undergone patch test-
ing for eczema, was treated with a class I steroid 
and the whole thing was tinea, all over her body. 
I had another guy who had this innocuous, �aky-
like patch on his inner thigh and was using a class 
I steroid, and it was teaming with organism,” he 
said. 

Something one of  Dr. Friedman’s mentors once 
told him rings true in this case, he says: “If it scales, 
you scrape it.”
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|  A 54-year-old man 
applying clobetasol 
propionate .05% oint-
ment to an “itchy area” 
for several weeks. Clin-
ically, there is a thin, 
brown, scaly plaque 
involving the medi-
al, proximal right thigh. 
A Swartz lamkin stain-
ing reveals a plethora of 
criss-crossing septate 
hyphae highlighting the 
excessive fungal burden 
in the setting of chronic 
steroid use.

} Fungal infections: performing direct microscopy with stains to confirm diagnosis FROM PAGE 75
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SAN DIEGO PRACTICE
General dermatologist is moving to San Diego 
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call 626-202-7599.
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White Plains, MD 6-7 days/mo
Contact Karey, (866) 488-4100 or

dermatologist@mydermgroup.com

MENDOCINO LAKE COUNTY, CALIFORNIA
Great opportunity for FT dermatologist. 

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

SONOMA, CALIFORNIA
Great opportunity for FT dermatologist. 

Contact Karey, (866) 488-4100 or 
dermatologist@mydermgroup.com
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FANTASTIC GENERAL DERMATOLOGIST OPPORTUNITY – TUCSON, AZ

Epiphany Dermatology is seeking a board-certifi ed General Dermatologists to join our growing practice and 
provide medical, surgical, and/or cosmetic medical care to our wonderful patients in Tucson, AZ.  As a prac-
tice, we value giving the highest level of patient care, and are looking for well trained and driven dermatolo-

gists. Teamwork, compassion, and a positive personality are essential! 

At Epiphany Dermatology, our Dermatologists benefi t from:

  Strong patient volumes that allow dermatologists to be as busy as they are comfortable being

  Ability to practice general dermatology and focus on clinical areas of keen interest (eg, skin cancer, acne, 
cosmetic, etc.)

  Strong, established referral base that is supported by marketing and acceptance of numerous insurance 
contracts

 Clinical autonomy to practice per standards of care

 Staffi ng levels commensurate with patient volume

  Flexibility to optimize patient scheduling, clinical fl ow, and staffi ng per physician preference

  Well-trained, dedicated, and experienced staff including MA’s who act as scribes

  Practice is fully electronic, with intuitive and easy-to-use EMR (EMA by Modernizing Medicine)

  Fully-built, professional dermatology clinics with specialized equipment and procedure rooms

  Professional management team to help with clinical operations, marketing, HR, IT, billing and collections, 
compliance, favorable insurance contracting, and additional support services

  Guaranteed salary, and a generous production-based compensation package – our general dermatologists 
far exceed national benchmarks! 

  Sign-on bonus available

  Relocation assistance available

  Competitive employee benefi t offerings (Medical, Dental, Life & Disability Insurance, 401(k)+ Company 
Match, Generous PTO Packages, Paid Holidays, CME days, CME allowance, and more!) 

Epiphany is a patient-fi rst, values-based practice that prides itself on integrity as well as great teamwork.  
If interested, please reach Tony Studt at tony.studt@epiphanydermatology.com 

or visit us at https://www.epiphanydermatology.com/

ARIZONA

PENNSYLVANIANATIONAL
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DISTRICT OF COLUMBIA

CAREERS

VIRGINIA

WASHINGTON

VERMONT

NEW YORK

NEVADA

NEW JERSEY

FAIRFAX, VIRGINIA 
Great opportunity for FT dermatologist.  

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

EAST BRUNSWICK, NEW JERSEY 
Excellent opportunity for a FT dermatologist to join an 
established practice. Contact Karey, (866) 488-4100  

or dermatologist@mydermgroup.com

RENO, NEVADA 
Associate Opportunity  

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

BURLINGTON, VERMONT 
Partnership available. Established practice. 

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

BELLINGHAM, WASHINGTON 
Partnership available. Established practice. 

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

ALBANY, NEW YORK 
Partnership available. Established practice. 

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

NORFOLK, VIRGINIA 
Great opportunity for FT/PT dermatologist.  

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

GLOUCESTER, VIRGINIA 
Great opportunity for FT dermatologist.  

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

WASHINGTON, DC 
Partnership available. Established practice. 

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

MISSISSIPPI

MASSACHUSETTS

MASHPEE, MASSACHUSETTS 
Excellent opportunity for a FT dermatologist to join an 
established practice. Contact Karey, (866) 488-4100  

or dermatologist@mydermgroup.com

GREENVILLE, MISSISSIPPI 
Great opportunity for FT dermatologist.  

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

NOVEMBER 2019

marketplace

Busy Plastic Surgery practice seeks a part 
time, experienced Dermatologist to admin-
ister a full range of non-surgical aesthetic 
treatments (Botox, fillers, skincare, lasers, 
RF treatments, micro needling etc. Please 
contact our office manager Betty Maxwell 
at bmaxwell@leonardmillermd.com.

BOSTON, MASSACHUSETTS 
Great opportunity for FT dermatologist.  

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

COLORADO

CONNECTICUT

MARYLAND

LOUISIANA

WHITE PLAINS, MARYLAND 
Partnership available. Established practice. 

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

HARTFORD, CONNECTICUT 
Great opportunity for FT dermatologist.  

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

DENVER, COLORADO 
Great opportunity for FT dermatologist.  

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

PONCHATOULA, LOUISIANA 
Great opportunity for FT dermatologist.  

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

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

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

CLINTON, CONNECTICUT 
Associate Opportunity  

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

BALTIMORE, MARYLAND 
Great opportunity for FT dermatologist.  

Contact Karey, (866) 488-4100 or  
dermatologist@mydermgroup.com
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Reach your  
target audience. 

Our audience.
Contact me today  
to place your ad.

Joanna Shippoli
(440) 891-2615
jshippoli@mmhgroup.com
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marketplace
Partner with a leader that has 40 years of 
authority and trust in dermatology.
 
Contact me to place your ad today. 

Joanna Shippoli
(440) 891-2615
jshippoli@mmhgroup.com
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U.S.A.

ANTI-WRINKLE SERUM 
LIFTS SKIN
Perricone MD recently launched a HIGH 
POTENCY GROWTH FACTOR FIRMING & 
LIFTING SERUM. The anti-wrinkle serum 
contains polyamine growth factor, eggshell 
membrane and encapsulated retinol. Both 
the polyamine growth factor and the egg-
shell membrane help to stimulate cellular 
growth, promote collagen production and 
improve skin elasticity, according to the 
company. The product also contains reti-
nol, which is encapsulated to ensure opti-
mal absorption and tolerability.

According to consumer testing, 88% of 
participants saw a reduction in fi ne lines, 
85% reported fi rmer skin and better texture 
and 84% said that skin elasticity seemed to 
improve.

FOR MORE INFORMATION: perriconemd.com

10 MINUTE LIGHT THERAPY AIDS HAIR 
RESTORATIONT 
PhotonMD’s wireless 
LED cap, REVIAN RED, 
offers an FDA-approved, 
at-home treatment for 
androgenetic alopecia. 
The product includes a 
cap and a mobile app, 
which allows patients to 
control and track their 
treatments from their 
phone. The cap is designed 
to evenly distribute specifi c 
wavelengths of light across the scalp to heal and promote hair restoration, 
according to the company. 

In a randomized, double-blind, placebo-controlled trial, researchers 
found that participants who were 80% compliant in wearing the cap for 
10 minutes per day for 16 weeks had an average of 21.3 more hairs per 
cm2 compared to when they started than individuals who wore the place-
bo cap. Participants in the placebo group also continued to lose hair over 
the 16 weeks period.

 FOR MORE INFORMATION: revian.com

TARGET ACNE IN THREE STEPS 
Glytone offers a three-step regimen to treat mild-to-moderate acne, which 
features an ACNE CLEARING CLEANSER, ACNE TREATMENT LOTION and 
ACNE TINTED SPOT TREATMENT. 

The cleanser contains 2% salicylic acid, which helps to unclog pores and 
control oil production. The lotion is oil-free and features 1% salicylic acid 
and bisabolol, which helps soothe infl amed skin. The tinted spot treatment 
offers coverage while inhibiting the growth of C. acnes by drying out blem-
ishes with 8% sulfur and 2% resorcinol.

FOR MORE INFORMATION: glytone.com

ACNE LOTION FOR DERM-DISPENSING
Ortho Dermatologics wants to make sure acne patients have what they 
need to begin treatment quickly as lack of compliance remains a signifi -
can obstacle facing dermatologists treating these patients. So, the com-
pany is providing physicians with a 20 gram size of ALTRENO LOTION, 
0.05%, which they can offer their patients at the time of their appointment. 

The once daily lotion has the effi cacy of tretinoin and is formulated with 
hydrating ingredients, whick makes it suitable for all skin types. 

FOR MORE INFORMATION: altrenohcp.com
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T oday, medicine is as much of a business as pro-
viding patient care. Many doctors face this real-
ity shortly after medical residency when they find 
they’re unprepared to assess the risks involved 

when leading or owning a practice.  
Many dermatologists we meet don’t have the following three 

types of insurance:  
 

Employment Practice Liability Insurance (EPL)
Cyber-Liability Insurance 
  Errors and Omissions Insurance for Medical Billing  
and Coding (E&O)

 
At Integrated Dermatology, we arrange all three types of 

insurance for our partnering dermatologists. Doing so limits 
out-of-pocket expenses should a lawsuit arise.  

 On average, this coverage will cost a small practice around 
$3,000 per year — a minor investment considering how costly 
a lawsuit could be otherwise.  

EMPLOYMENT PRACTICE LIABILITY INSURANCE:
We are fortunate to live in a time of growing social awareness, 
with evolving conversations regarding discrimination and har-
assment at the forefront of media and politics. However, this 
comes with an increased risk for businesses regarding ethical 
and harassment-related complaints.

Employment practice liability claims have doubled since 2008.  
Allegations of discriminatory employment practices can arise 

out of routine action. This can be as simple as refusing to hire 
someone or firing an employee with a perceived just cause. There-
fore, it is important for businesses of any size to obtain EPL insur-
ance that can cover legal defense costs leading to a settlement.  

For example, one multi-specialty medical group noticed 
many of its patient records were illegible and incomplete, 
prompting the group to retrain employees on billing. 

After six months, one 54-year-old physician’s assistant 
had not shown improvement despite numerous attempts to 
train him. The group terminated him, and he sued under the 
Age Discrimination in Employment Act of 1967. He alleged 
younger employees who had similar problems were not ter-
minated. In the medical groups defense, they contended that 
while younger employees did have reporting issues, they’d been 
proactive in trying to improve. The case settled for approxi-
mately $600,000, and the medical group incurred more than 
$300,000 in defense expenses.  

CYBER-LIABILITY INSURANCE: 
In today’s digital age, no business is insulated from the possi-

bility of a cyber-attack. Medical practices in particular possess 
information that is extremely valuable to hackers, including 
private patient data, and social security numbers. As a result, 
many fall victim to ransom attempts or other cybercrimes. 

A practice we evaluated this year, for instance, experienced 
a ransom attack that deleted all patient data from their servers 
up until the current year of 2019.  

An unrelated medical records provider experienced a server 
breach that exposed around $4 million of their patients clini-
cal and financial information. The company was forced to hire 
forensics, public relations, call center, legal and credit moni-
toring teams in an attempt to deal with the aftermath, totaling 
several million dollars.   

Without cyber-liability insurance to help cover expenses, 
attacks such as these can be financially devastating. Cyber-li-
ability insurance providers also offer clients valuable counsel 
regarding how to prevent and navigate a cyber-attack. 

With proper coverage, the countless hours spent research-
ing and contacting attorneys, tech specialists and PR firms in 
the event of a breach can be condensed to a single phone call.  

ERRORS AND OMISSIONS INSURANCE FOR MEDICAL 
BILLING AND CODING: 
Unlike medical malpractice insurance, E&O liability insur-
ance can cover claims related to billing and coding processes. 
Given the dynamic nature of the Medicare and insurance land-
scape, claims from providers alleging wrongful acts in the med-
ical-billing process are commonplace.  

In the case of a Texas practice, services performed while 
out of country and at medical conventions were billed, which 
are both improper. They also incorrectly billed for services 
performed by unlicensed therapy personnel. Subsequently, 
the group was charged with submitting false claims for Medi-
care reimbursement and agreed on a $2.3 million settlement. 
Fortunately, the group had E&O liability insurance, which 
helped cover both the losses and legal defense on behalf of the 
physicians.   

Medicine is an evolving and increasingly complex prac-
tice. Given the responsibilities doctors have regarding patient 
care alone, business-oversight activities are commonly over-
looked. It’s vital for dermatologists to consider both the risks 
and opportunities of insurance options so they can adapt to 
the litigious and compliant-centric business environment in 
which we operate. �

Disclosures
Gerry Christopher is the Chief Operating Officer for Integrated Dermatology, the country’s largest inde-
pendent dermatology practice. Founded in 2004, Integrated Dermatology acquires and partners with 
dermatology practices across the United States and offers opportunities for dermatologists in all stages 
of their careers. The company was recently named to the Inc. 5000 list of the nation’s fastest-growing 

dermatologytimes.com

GERRY CHRISTOPHER | COO, Integrated Dermatology 

3 Types of insurance  
all practices need 

Employment  
practice liability 

claims have doubled 
since 2008.  

Protection against 
cyber-attacks is 

increasingly  
important. 

Business-oversight 
activities are com-

monly overlooked in 
complex practices. 

Quick TAKES
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BRIEF SUMMARY
This summary contains important information about EPIDUO FORTE 
(Ep-E-Do-Oh For-Tay) Gel. It is not meant to take the place of your doctor’s 
instructions. Read this information carefully before you start using EPIDUO 
FORTE Gel. Ask your doctor or pharmacist if you do not understand any 
of this information or if you want to know more about EPIDUO FORTE Gel. 
For full Prescribing Information and Patient Information, please see the 
package insert.

WHAT IS EPIDUO FORTE GEL?
EPIDUO FORTE Gel is a prescription medicine used on the skin (topical) 
to treat acne vulgaris. Acne vulgaris is a condition in which the skin has 
blackheads, whiteheads and pimples.

WHO IS EPIDUO FORTE GEL FOR?
EPIDUO FORTE Gel is for use in people 12 years of age and older. It is not 
known if EPIDUO FORTE Gel is safe and effective for children younger than 
12 years old.

Do not use EPIDUO FORTE Gel for a condition for which it was not  
prescribed. Do not give EPIDUO FORTE Gel to other people, even if they 
have the same symptoms you have. It may harm them.

WHAT SHOULD I TELL MY DOCTOR BEFORE USING 
EPIDUO FORTE GEL?
Before you use EPIDUO FORTE Gel, tell your doctor if you:

• have other skin problems, including cuts or sunburn.
• have any other medical conditions.
• are pregnant or planning to become pregnant. It is not known if

EPIDUO FORTE Gel can harm your unborn baby. Talk to your doctor
if you are pregnant or planning to become pregnant.

• are breastfeeding or plan to breastfeed. It is not known if EPIDUO
FORTE Gel passes into your breast milk and if it can harm your
baby. Talk to your doctor about the best way to feed your baby if
you use EPIDUO FORTE Gel.

Tell your doctor about all of the medicines you take, including  
prescription and over-the-counter medicines, vitamins and herbal 
supplements. Using other topical acne products may increase the  
irritation of your skin when used with EPIDUO FORTE Gel.

WHAT SHOULD I AVOID WHILE USING EPIDUO FORTE GEL?
• You should avoid spending time in sunlight or artificial sunlight,

such as tanning beds or sunlamps. EPIDUO FORTE Gel can make
your skin sensitive to sun and the light from tanning beds and
sunlamps. You should use sunscreen and wear a hat and clothes
that cover the areas treated with EPIDUO FORTE Gel if you have to
be in the sunlight.

• You should avoid weather extremes such as wind and cold as this
may cause irritation to your skin.

• You should avoid applying EPIDUO FORTE Gel to cuts, abrasions
and sunburned skin.

• You should avoid skin products that may dry or irritate your skin
such as medicated or harsh soaps, astringents, cosmetics that have
strong skin drying effects and products containing high levels of
alcohol, spices or limes.

• You should avoid the use of “waxing” as a hair removal method
on skin treated with EPIDUO FORTE Gel.

• EPIDUO FORTE Gel may bleach your clothes or hair.
Allow EPIDUO FORTE Gel to dry completely before dressing to
prevent bleaching of your clothes.

WHAT ARE THE MOST COMMON SIDE EFFECTS OF 
EPIDUO FORTE GEL?
EPIDUO FORTE Gel may cause serious side effects including:

• Local skin reactions. Local skin reactions are most likely to happen
during the first 4 weeks of treatment and usually lessen with
continued use of EPIDUO FORTE Gel. Signs and symptoms of
local skin reaction include:

• Redness
• Dryness
• Scaling
• Stinging or burning

Tell your doctor right away if these side effects continue for longer than 4 
weeks or get worse; you may have to stop using EPIDUO FORTE Gel.

These are not all of the possible side effects of EPIDUO FORTE Gel. For 
more information, ask your doctor or pharmacist.

You are encouraged to report negative side effects of prescription drugs to 
the FDA at www.fda.gov/medwatch or call 1-800-FDA-1088. You may also 
contact GALDERMA LABORATORIES, L.P. at 1-866-735-4137.

HOW SHOULD I USE EPIDUO FORTE GEL?
• Use EPIDUO FORTE Gel exactly as your doctor tells you to use it.

EPIDUO FORTE Gel is for use on the skin only (topical). Do not use
EPIDUO FORTE Gel in or on your mouth, eyes or vagina.

• Apply EPIDUO FORTE Gel 1 time a day.
• Do not use more EPIDUO FORTE Gel than you need to cover the

treatment area. Using too much EPIDUO FORTE Gel or using it more
than 1 time a day may increase your chance of skin irritation.

APPLYING EPIDUO FORTE GEL:
• Wash the area where the Gel will be applied with a mild or soapless

cleanser and pat dry.
• EPIDUO FORTE Gel comes in a pump. Depress the pump to dispense

a small amount (about the size of a pea) of EPIDUO FORTE Gel and
spread a thin layer over the affected area.

• Wash your hands after applying the Gel.

WHERE SHOULD I GO FOR MORE INFORMATION ABOUT 
EPIDUO FORTE GEL?
• Talk to your doctor or pharmacist.
• Go to www.EPIDUOFORTE.com or call 1-866-735-4137.

All trademarks are the property of their respective owners. 

GALDERMA LABORATORIES, L.P., Fort Worth, Texas 76177 USA
Revised: July 2015  
20089-0415-BS

IMPORTANT INFORMATION ABOUT

EPIDUO® FORTE
(adapalene and benzoyl peroxide) GEL, 0.3% / 2.5%

All trademarks are the property of their respective owners. ©2019 Galderma Laboratories, L.P.  
All rights reserved. Galderma Laboratories, L.P.  14501 N. Freeway Fort Worth, TX 76177

References: 1. Stein Gold L, Weiss J, Rueda MJ, Liu H, Tanghetti E. Moderate and severe inflammatory acne vulgaris e�ectively treated with single-agent therapy by a new fixed-dose combination adapalene 0.3 %/benzoyl peroxide 2.5 % gel:  
a randomized, double-blind, parallel-group, controlled study. Am J Clin Dermatol. 2016;17:293-303. 2. Dréno B, Bissonnette R, Gagné-Henley A, et al. Prevention and reduction of atrophic acne scars with adapalene 0.3%/benzoyl peroxide 2.5%  
gel in subjects with moderate or severe facial acne: results of a 6-month randomized, vehicle-controlled trial using intra-individual comparison. Am J Clin Dermatol. 2018;19(2):275-286. 

www.epiduoforte.com/hcp USMP/EFO/0087/0419  Printed in USA  05/19

†  OSCAR Study Design—A two-phase, randomized, multicenter, investigator-blinded, vehicle-controlled trial 
evaluating once-daily Epiduo Forte Gel compared moderate to severe acne subjects 16 to 35 years old with 
a clinical diagnosis of moderate to severe acne vulgaris on the face (defined by IGA score of 3 or 4, with 
the same score on both sides); a minimum of 25 inflammatory lesions (papules and pustules) in total, with 
at least 10 on each side (excluding the nose); and no more than 2 acne nodules (≥1 cm); and ≥10 atrophic 
acne scars in total (>2 mm), excluding the nose. Phase 1 was a split-face, 24-week, investigator-blinded, 
vehicle-controlled evaluation (N=67) at 8 visits (baseline, weeks 1, 4, 8, 12, 16, 20, and 24). Phase 2 was a 
whole-face, open-label observation with 2 visits. Primary endpoint was scar count.2

19-8819-EPIDUO FORTE HCP_DermTimes_PrintAd_Boy_10.5x13.75_MECH.indd   2 7/29/19   5:09 PM
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2 Sided

•  In the pivotal study,* 
nearly 2x more efficacious  
vs vehicle in reducing 
inflammatory lesion count 
(P<0.001)1

•  In the OSCAR study,† 
reduced scar risk with 
approximately 30% 
difference at Week 24  
vs vehicle (P<0.001)2

Epiduo® Forte (adapalene 
and benzoyl peroxide) Gel 
0.3%/2.5% reduces acne 
lesions and the risk of 
scarring for results your 
patients can see.1,2    

DON’T 
LET ACNE
LEAVE HIM

FOR LIFE 

Please see brief summary of full Prescribing Information on next page. 

www.epiduoforte.com/hcp

Important Safety Information
Indication: Epiduo® Forte (adapalene and benzoyl peroxide) Gel, 0.3%/2.5% is indicated for the topical treatment of acne vulgaris.  
Adverse Events: In the pivotal study, the most commonly reported adverse reactions (≥1%) in patients treated with Epiduo Forte Gel were 
skin irritation, eczema, atopic dermatitis, and skin burning sensation. Warnings/Precautions: Patients using Epiduo Forte Gel should 
avoid exposure to sunlight and sunlamps and wear sunscreen when sun exposure cannot be avoided. Erythema, scaling, dryness, 
stinging/burning, irritant and allergic contact dermatitis may occur with use of Epiduo Forte Gel and may necessitate discontinuation. 
When applying Epiduo Forte Gel, care should be taken to avoid the eyes, lips and mucous membranes.
You are encouraged to report negative side e�ects of prescription drugs to the FDA.  
Visit www.fda.gov/Safety/MedWatch or call 1-800-FDA-1088.

* Pivotal Study Design—A two-phase, randomized, multicenter, investigator-blinded, vehicle-controlled trial evaluating once-daily Epiduo Forte 
Gel compared moderate to severe acne subjects 16 to 35 years old with a clinical diagnosis of moderate to severe acne vulgaris on the face 
(defined by IGA score of 3 or 4, with the same score on both sides); a minimum of 25 inflammatory lesions (papules and pustules) in total, with 
at least 10 on each side (excluding the nose); and no more than 2 acne nodules (≥1 cm); and ≥10 atrophic acne scars in total (>2 mm), excluding 
the nose. Phase 1 was a split-face, 24-week, investigator-blinded, vehicle-controlled evaluation (N=67) at 8 visits (baseline, weeks 1, 4, 8, 12, 16, 
20, and 24). Phase 2 was a whole-face, open-label observation with 2 visits. Primary endpoint was scar count.1

19-8819-EPIDUO FORTE HCP_DermTimes_PrintAd_Boy_10.5x13.75_MECH.indd   1 7/29/19   5:09 PM32619070076_4_PG26_ABBVIE HUMIRA PS_FP.indd   45 10/25/19   9:36 AM


	DT1119_CV2
	DT1019_003
	DT1019_004
	DT1119_005
	DT1119_006_R.2
	DT1119_007
	DT1119_008
	DT1119_009
	DT1119_010
	DT1119_011
	DT1119_012
	DT1119_013
	DT1119_014
	DT1119_015
	DT1119_016
	DT1119_017
	DT1119_018_R.2
	DT1119_019
	DT1119_020
	DT1119_021
	DT1119_022
	DT1119_023
	DT1119_024
	DT1119_025.R.1
	DT1119_026.R.1
	DT1119_027
	DT1119_028
	DT1119_029
	030_DT1119_
	DT1119_031_R.2
	032_DT1119_
	DT1119_033
	DT1119_034
	DT1119_035
	DT1119_036
	DT1119_037
	DT1119_038
	DT1119_039
	DT1119_040
	DT1119_041
	DT1119_042
	DT1119_043
	DT1119_044
	DT1119_045
	DT1119_046
	DT1119_047
	DT1119_048
	DT1119_049_R.2
	DT1119_050
	DT1119_051_R.1
	052_DT1119_
	053_DT1119_
	DT1119_054
	DT1119_055
	056_DT1119_
	057_DT1119_
	DT1119_058
	DT1119_059
	DT1119_060
	DT1119_061
	DT1119_062
	DT1119_063
	DT1119_064
	DT1119_065
	066_DT1119_
	067_DT1119_
	DT1119_068
	DT1119_069_R.1
	DT1119_070
	DT1119_071
	DT1119_072
	DT1119_073
	DT1119_074
	DT1119_075
	DT1119_076_R.1
	DT1119_077
	DT1119_078
	DT1119_079
	DT1119_080
	DT1119_081
	DT1119_082
	DT1119_CV3
	DT1119_CV4



