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Clinical insights that expand expertise and advance practice

How to best manage generalized pustular psoriasisPARTNER PERSPECTIVES
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Acne & Rosacea
New Acne 
Laser Treatments

Atopic Dermatitis
Tapinarof Creams 
for Pediatrics

Psoriasis
Exploring the IBD 
Risk Factor

Skin Cancer
Spectroscopy Device 
for Early Detection

Aesthetics 
The Truth About Tanning 
Nose Sprays

2023 Women’s 
Health Predictions

Nicholas Brownstone, MD, Sta�  Correspondent

Breakthroughs and approvals we 
can expect in the coming year 

THE SKIN IS THE BODY’S LARGEST ORGAN, and dermatologists must be able 
to treat a variety of pathologies, including infectious, neoplastic, autoim-
mune, infl ammatory, genetic, and traumatic. They must also know how to ap-
ply the many therapies developed to treat these di� erent conditions, among 
them monoclonal antibodies, JAK inhibitors, DMARDs, steroids, antibiotics, 
and chemotherapeutic agents whose administration may be topical, oral, 
intravenous, intralesional, subcutaneous, or intramuscular. 
continue reading on page 48
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Recognizing Dermatology 
Physician Assistants

I
n many regions of the country, the winter months can wreak havoc on 
even the most well-cared-for skin. Harsh winds and dry indoor heat can 
lead to cracked and even bleeding skin and to flareups of conditions like 
eczema and atopic dermatitis. Luckily, anyone hoping to have these or 

other disorders examined have plenty of provider options. 
Physician assistants (PAs)  were introduced in the United States in the 1960s 

in response to medical shortages and misdistribution; today, there are more 
than 70,000 PAs working in health care. They are licensed to practice medicine 
under a doctor’s supervision, conducting exams, making diagnoses, treating 
illnesses, ordering and interpreting tests, counseling patients about preventive 
care, assisting in surgery, and writing prescriptions. 1 

The Society of Dermatology Physician Assistants (SDPA) held one of its 
biannual conferences in Miami, Florida, in November. The SDPA’s mission is to 
advance “patient treatment through the education and empowerment of derma-
tology PAs.” According to Renata Block, an attendee and member of our editorial 
board, the meeting was important because it was organized for dermatology 
PAs by dermatology PAs. Members of the Dermatology Times® editorial team 
traveled to Miami to hear from leading experts in the specialty and talk with 
PAs about the growing need for their services in an overwhelmed medical field. 
In this issue, we share a small sampling of the sessions presented at the 2022 
SPDA Fall Conference, including the latest in acne and rosacea care, emerging 
treatments for atopic dermatitis, and the use of elastic-scattering spectroscopy 
devices in melanoma.

Dermatology PAs are passionate about their role in patient care, and the 
SPDA conference highlighted the value they bring to patients and doctors 
nationwide. As of 2019, there were approximately 5000 dermatology-trained 
physician assistants practicing in the US. PA employment is projected to grow by 
28% between 2021 and 2031, much faster than the average for all occupations.2  

The demand for readily available patient care in dermatology (both medical and 
cosmetic) is urgent and does not show signs of abating. More than 40 investiga-
tions, studies, and government reports during the past 50 years have demon-
strated that PAs are cost-effective in the settings studied.3

Physicians who hire PAs for their practice may discover that the office runs 
a little smoother; appointments may be more readily available (which can 
improve patient satisfaction), allow for office expansion, and give the physician 
more time to focus on more detailed , or complex, cases. PAs  may be more 
readily available and yet just as equipped as medical doctors to get that unruly 
winter skin under control.

Mike Hennessy Jr is the President and CEO of MJH Life Sciences®.

References
1. Cawley JF. Physician assistants and their role in primary care. AMA J Ethics. 2012;14(5):411-414.
2. Bureau of Labor Statistics. Physician assistants. In: Occupational Outlook Handbook. U.S. Depart-
ment of Labor. 2022. Accessed November 28, 2022. https://www.bls.gov/ooh/healthcare/physician-
assistants.htm
3. Collins AS. Preventing health care–associated infections. In: Hughes RG, ed. Patient Safety and 
Quality: An Evidence-Based Handbook for Nurses. Agency for Healthcare Research and Quality (US); 
2008:547-570.
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WEBINAR AVAILABLE
Jan. 15 - Nov. 15, 2023 

$55 per user 

Registration – 
Website - Galdermausa.com
Select - ESG Link on Home Page at top
Select - Resident Education

For more information, call 817-961-5034 
or email us at preboard.usdfw@galderma.com

A preparatory webinar which approximates the image 
segment of the current Core Practical/Certifying 
Examination of the American Board of Dermatology.
Open to all 1st, 2nd and 3rd year residents, as well as, 
those dermatologists preparing for the Maintenance 
of Certification (MOC).

WEBINAR AVAILABLE
Jan. 15 - Nov. 15, 2023 

$55 per user 

Registration – 
Website - Galdermausa.com
Select - ESG Link on Home Page at top
Select - Resident Education

For more information, call 817-961-5034 
or email us at preboard.usdfw@galderma.com

A preparatory webinar which approximates the image 
segment of the current Core Practical/Certifying 
Examination of the American Board of Dermatology.
Open to all 1st, 2nd and 3rd year residents, as well as, 
those dermatologists preparing for the Maintenance 
of Certification (MOC).

Topics to be covered:

•  Drug Actions, Interactions, Reactions

•  Bullous Diseases, Basement Membranes 
 and Autoimmunity

•  Pediatric Dermatology

•  Cutaneous Oncology and Surgery

•  JAAD CME Article Review

•  Disorders of the Hair and Pigment

•  Disorders of the Nails

•  Infections (Bacterial, Viral, Fungal) 
 and Infestations

•  Review of the Literature

©2023 Galderma Laboratories, L.P.
All rights reserved. All trademarks are the property of their respective owners.
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DR JOE WANTS TO START USING A brand-new 
dermal � ller. Because he always tries to treat 
patients in a most conscientious manner, he 
reached out to the company selling the � ller and 
asked to be trained by one of its experts. Dr Al, a 
world-renowned injector, comes to Dr Joe’s o�  ce 
to help him with his � rst day of treatments. Dr 
Joe had 3 patients scheduled for that � rst day. He 
had told all 3 that a world-renowned physician 
would be assisting with the treatments. One of 
the 3 patients was very anxious and had sched-
uled the treatment only because Dr Al would be 
treating. All patients signed a general consent 
form that stipulated only their agreement to 
undergo the procedure performed by Dr Joe. 

Unfortunately, on the day of treatment, Dr Al 
had to cancel at the last moment. All 3 patients 
were treated by Dr Joe. � ere were no compli-
cations. However, soon after the procedure 
date, the anxious patient became increas-
ingly distraught because he had a great deal 
of swelling from the injection. He was certain 
this had occurred because the treatment had 
been performed by Dr Joe alone. � e swelling 
resolved over several weeks. He sued Dr Joe for 
battery. � e basis of the suit was that although 
no untoward event had taken place during the 
procedure (malpractice), a procedure had been 
performed on him for which he had never pro-
vided consent. � e plainti�  had expected 
Dr Al lto be present during the procedure. 

Dr Joe has now determined that a lawsuit 
based on battery will not be covered by his med-
ical malpractice insurance. He concedes that 
the patient was told that the procedure would be 
performed by both himself and Dr Al. However, 
he cannot understand how a battery cause of 
action could proceed against him. He knows 
that such a lawsuit, if successful, could cause 
him to lose his medical license, even though no 
untoward event occurred.

A New Jersey case examined the issue of 
whether a plainti�  can recover for the substitu-
tion of a heath care provider absent actual harm. 
In that case, a patient had consented to undergo 
spinal fusion by his physician knowing that the 
procedure would be performed by both his doc-
tor and another world-renowned surgeon who 
would be spending the day with his doctor. On 
the day of the procedure, the famous physician 
was not available. His doctor substituted an as-
sociate to help him with the surgery. � e signed 
consent form never stipulated that the proce-
dure was to take place under the guidance of 
the famous surgeon. Unfortunately, there were 

numerous postoperative complications, none 
of which led to permanent injury. � e patient 
chose to sue on a theory of battery and not medi-
cal malpractice based on negligence. Negligence 
would have required proving damages. � e bat-
tery cause of action could be brought absent any 
injury. It was based solely on a procedure being 
performed without the patient’s consent. 

� e New Jersey court looked at cases based 
on a lack of informed consent and noted that in 
order to be successful, the patient had to prove 
that the doctor withheld pertinent medical 
information concerning the risks of the proce-
dure and its alternatives. � e plainti�  must also 
prove causation, which requires showing that 
a reasonably prudent person in the plainti� ’s 
position would have declined to undergo the 
treatment if informed of the risks that the defen-
dant failed to disclose. � us, the court required 
damages for informed consent lawsuits, much 
like it did for negligence lawsuits. 

True battery, based on a lack of informed 
consent, was reserved solely for instances 
in which the patient consented to one type 
of operation but the physician performed a 
substantially di� erent one from that for which 
authorization had been obtained—or when no 
consent had been obtained. 

� e New Jersey court assumed that the 
surgeon had made the promise of having the 
expert surgeon present, even though this was 
not contained in the signed consent form. � e 
plainti� , in fact, had consented to the surgery 
and to his physician performing that surgery. 
� e court found that there was no evidence that 
the surgeon had deviated from the standard 
of care. � e plainti�  had also su� ered no long-
term harm. Because this claim was based on 
informed consent, not medical battery, the 
plainti�  was entitled to nothing.  

Similarly, Dr Joe had obtained consent from 
his patients for the new � ller. � e procedure 
was performed without long-term complication. 
� ere is no basis for a medical malpractice claim 
based on informed consent. � ere is also no 
basis for a suit based on battery. 

David J. Goldberg, MD, JD, is medical director of Skin 
Laser and Surgery Specialists of New York and New 
Jersey; director of cosmetic dermatology and clinical 

research at Schweiger Dermatology 
Group in New York, New York; and 
clinical professor of dermatology and 
past director of Mohs Surgery and 
Laser Research at the Icahn School of 
Medicine at Mount Sinai in New York, 
New York.

L E G A L  E A G L E  with David J. Goldberg, MD, JD

I Used a New Dermal 
Filler: How Can This Get 
Me Arrested for Ba� ery?

Skin Cancer

Review of Handheld Elastic-
Scattering Spectroscopy 
Device on Melanoma Lesions
Kaitlyn Bader, Associate Editor

DUE TO THE CHALLENGES OF EARLY DETECTION,
melanoma is one of the deadliest forms of skin cancer 
worldwide. Other common types include basal cell 
carcinoma (BCC) and squamous cell carcinoma (SCC). 
According to a poster presented at the Annual Fall Society 
of Dermatology Physician Assistants Conference this 
year in Miami, Florida, 1 in 5 Americans will develop skin 
cancer by age 70, and more than 2 people die of skin cancer 
in the United States every hour. � e study authors believe 
that leveraging skin technology for skin cancer evaluation 
may reduce associated mortality and morbidity, avoiding 
unnecessary biopsies and decreasing health care costs.

� e study authors reviewed an elastic-scattering spec-
troscopy (ESS) device for optical tissue sampling that can 
distinguish between normal and abnormal cells in vivo by 
recording photons scattered back from chromophores. � e 
investigators hypothesized that a handheld, noninvasive ESS 
device may provide earlier detection of melanomas, and the 
study aimed to determine the sensitivity and speci� city of 
such a device in skin lesions suspicious for melanoma.

� e blinded, prospective study was conducted at 10 
dermatology centers in the US and Australia. Patients with 
potentially malignant lesions were enrolled and evaluated by 
dermatologist investigators and the ESS device, and device 
results were not shared with investigators. High-resolution 
digital images and the patient’s prior skin cancer history, 
risk factors, and physical exam results were recorded in 
each case.

In total, 440 lesions from 328 patients were evaluated by 
the investigators, the EES device, and dermatopathology. 
Fifty-four percent of patients were male, 98% were White, 
96% were non-Hispanic, 53% had Fitzpatrick skin type II, 
and 20% had Fitzpatrick skin type III. Out of all lesions evalu-
ated, 84% were � at and 96% pigmented.

Biopsies found 114 high-risk lesions: 44 melanoma, 44 
severely atypical nevi (SAN), and 26 nonmelanoma. Accord-
ing to the study, “Diagnostic sensitivity of the device was 96% 
(95% CI, 0.893-1.000) for melanoma alone, 91% (95% CI, 0.831-
0.953) for melanoma + SAN, and 90% 
(0.831-0.847) for all high-risk lesions. Overall device speci� c-
ity was 33% (95% CI, 0.272-0.383). Dermatologist’s sensitivity 
was 91% (95% CI, 0.806-0.960) for melanoma alone [and] 72% 
(95% CI, 0.613-0.800) for melanoma + SAN.” � e Area Under 
Curve score of the ESS device for melanoma detection was 
0.76, compared with 0.75 from the dermatologists.

� e study authors concluded that “the use of [a] hand-
held ESS device by dermatologists, in addition to clinical 
evaluation, may improve melanoma detection. � e device 
was able to identify 96% of melanomas when compared to 
biopsy results.”

� e authors also believe that the device’s simple, nonin-
vasive nature may be useful for all providers, not just mela-
noma experts or dermatologists.
Reference
1. Hartman R, Tepedino K, Fung M, et al. Validation of a handheld elastic-
scattering spectroscopy device on lesions concerning for melanoma. Post-
er presented at: 2022 Society of Dermatology Physician Assistants Confer-
ence; November 17-20, 2022; Miami, FL. Accessed November 18, 2022. 
https://www.sdpaconferences.org/hub/events/08d628c0-db6c-4633-8960-
74ba986b221a/exhibitors/abf17a75-59d9-4e81-ab8e-f6ad7c4753d3
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IT IS COMMON FOR PATIENTS to seek 
dermatologic assistance for nail problems. 
Usually, these issues come up at the end of a 
visit addressing another presentation. Time 
is precious, so the problems need to be solved 
e�  ciently. Here are easy solutions to common 
nail-related problems that require OTC prod-
ucts patients can readily purchase.

1 Hangnails on the fingernails
Hangnails on the � ngernails are painful and 

perplexing. � ey usually begin as a sliver of nail 
that is separated from the main plate due to nail 
dehydration. � e best hangnail prevention is 
nightly moisturizing of hands and nails with a 
glycerin-based hand cream (Norwegian Formu-
la Hand Cream; Neutrogena). Glycerin is an ex-
cellent humectant, functioning like a sponge to 
hold water and prevent the nail plate from crack-
ing. Once cracking has occurred, it is best to take 
a sharp pair of nail scissors and trim the nail as 
close to the skin as possible, and then apply the 
glycerin-based hand cream as many times a day 
as possible to prevent further cracking.

2 Prevention of onychomycosis spread 
to toenails

Common in mature adults, onychomycosis 
usually begins on one toenail and spreads to 
the others. Prevention is key while undergo-
ing topical or oral treatment. � e easiest way 
to prevent spread is to � ll a small eyedropper 
bottle with distilled white vinegar. Vinegar is 
an acetic acid with a very low pH. One drop-
perful under each toenail nightly will expose 
any fungal organisms to an acidic environ-

Nail Problems?  
Easy Solutions.

C O S M E T I C  C O N U N D R U M S
with Zoe Diana Draelos, MD

the heel, thus allowing the foot to move for-
ward and hit the toe box. Identifying the prob-
lem for patients and modifying shoes by either 
going up half a size or placing a cushion inside 
the heel counter to take up the extra space is 
important to prevent further ridging but will 
not remove ridges already present. � ey can 
be smoothed slightly, depending on depth, by 
using a mechanized nail bu� er. Care must be 
taken not to overthin the nail.

6 Cracked fingernails
Cracked or torn � ngernails are painful, 

especially when the damage occurs while the 
nail is attached to the nail bed. A torn nail can 
be temporarily mended by applying a thin 
layer of super glue over the tear and pressing 
a piece of tea bag paper into the glue. Tea bag 
paper is obtained by cutting open a tea bag and 
removing the tea. � e paper can then be cut to 
the required size. A second layer of super glue 
should be applied over the paper and allowed 
to dry. � is will prevent the nail from further 
trauma and allow it to heal. � e paper and 
glue will eventually fall o�  with hand washing 
or grow out as the nail grows. � is repair is 
easy to perform as it uses materials found in a 
typical household.

7 Ingrown toenail prevention
Ingrown toenails can be prevented. � e 

� rst step is to be sure the patient is not wear-
ing shoes that are too narrow or too tight. � e 
second is to prevent the corner of the nail from 
growing into the peri-nail skin. � is can be 
accomplished by taking a pair tweezers and 
pulling out a piece of cotton from a cotton ball 
the size of a small green pea (3 mm). � e cotton 
ball can then be pushed under the corner of 
the nail to elevate it. � is elevation will prevent 
the nail from continuing to grow inwards. � e 
cotton ball may fall out in time and need to 
be replaced.

Zoe Diana Draelos, MD, is an 
adjunct assistant professor of 
dermatology at Duke University 
School of Medicine in Durham, 
North Carolina, and chief medical 
editor of Dermatology Times®.

ment and kill them. � is treatment can also be 
used for toenails that have an early infection 
involving a little of the distal nail, where the 
vinegar can acidify the nail environment. More 
advanced mycotic infection that cannot be 
reached with liquid vinegar will not respond; 
however, the technique is very e� ective for 
prevention of spread or recurrence after 
onychomycosis therapy.

3 Difficulty trimming thick toenails
� ick toenails that cannot be cut with 

traditional nail scissors are a problem in mature 
adults. A visit to a podiatrist may be in order; 
however, a prescription of a salicylic acid gel 
traditionally used in psoriasis (Keralyt 5 Gel; 
Summers Laboratories) may be helpful. � e gel 
should be placed over the toenail surface only, 
avoiding the surrounding skin, then covered 
with a piece of plastic wrap and held in place 
overnight with masking tape. � e wrap should 
be removed in the morning, and the acid washed 
away. � e treatment should be repeated nightly 
until the nail surface becomes white and soft. 
� e toenail can then be scraped with a pumice 
stone until enough nail is removed so that it 
can be cut with a pair of nail scissors. Usually, it 
takes about 2 weeks of nightly salicylic acid ap-
plication to achieve a good clinical result.

4 Thick skin surrounding the toenails
� ick skin around the toenail can be 

unsightly and di�  cult to trim without causing 
injury. A urea-containing cream (Eucerin  
UreaRepair Plus 30%; Beiersdorf) applied 
nightly to the peri-nail skin can soften it so 
that it can be scraped away with a � ngernail. 
Urea digests the built-up keratin, increasing 
the water-binding capacity of this nonliving 
protein. � is is why the skin tends to turn white 
as water uptake increases. � e water softens the 
keratin, allowing easier removal and decreas-
ing the chances of creating a wound.

5 Ridged great toenails
Horizontal toenail ridges are usually 

caused when the great toenail hits against the 
toe box of the shoe. � is can happen because 
the shoes at are too small, or too loose around 
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will expire. Unless your practice is in a remote 
area, it’s easy to order supplies. Take advantage 
of bulk ordering if you must, but don’t load 
your shelves with items that have a too-short 
shelf life.

• Implement a system to track what’s on the 
shelves, when it expires, and what’s being 
used. Track your inventory and use your 
software correctly.

• Assign a speci� c person to order inventory 
or make sure all the employees ordering are 
in communication. Once a duplicate order is 
placed, there’s often no going back.

Remember that even with the smallest item, 
everything adds up. With many hands in the pot, it 
can be hard to see what’s happening in inventory. An 
e� ective tracking system and good communication 
will ensure supplies stay in stock and do not expire.

Work With a Good Financial Professional
A great � nancial professional can help you track and 
measure your � nancial data to achieve your goals. 
� ey can keep you on the right path and spot issues 
before they become major financial problems.

Jessica Nunn, CPA, is the founder and 
CEO of Maven Financial Partners. She can 
be reached at Jessica.Nunn@mavenfp.
com or 972-999-6947. 

David B. Mandell, JD, MBA, is an attorney 
and author of more than a dozen books 
for doctors, including Wealth Planning for 
the Modern Physician. He is a partner in 
the wealth management firm OJM Group 
(www.ojmgroup.com), where he can be 

reached at 877-656-4362 or mandell@ojmgroup.com.

Disclosure:
OJM Group, LLC (“OJM”) is an SEC registered investment adviser 

with its principal place of practice in the State of Ohio. SEC 

registration does not constitute an endorsement of OJM by the 

SEC nor does it indicate that OJM has attained a particular level of 

skill or ability. OJM and its representatives are in compliance with 

the current notice � ling and registration requirements imposed 

upon registered investment advisers by those states in which OJM 

maintains clients. OJM may only transact practice in those states 

in which it is registered or quali� es for an exemption or exclusion 

from registration requirements. For information pertaining to 

the registration status of OJM, please contact OJM or refer to the 

Investment Adviser Public Disclosure website www.adviserinfo.

sec.gov.

For additional information about OJM, including fees and ser-

vices, send for our disclosure brochure as set forth on Form ADV 

using the contact information herein. Please read the disclosure 

statement carefully before you invest or send money.

This article contains general information that is not suitable 

for everyone. � e information contained herein should not be 

construed as personalized legal or tax advice, or as a recommen-

dation of any particular security or strategy. � ere is no guarantee 

that the views and opinions expressed in this article will be 

appropriate for your particular circumstances. Tax law changes 

frequently; accordingly, information presented herein is subject to 

change without notice. You should seek professional tax and legal 

advice before implementing any strategy 

discussed herein.

5Simple Financial Tips 
for Dermatologists 

F I N A N C E  &  P R A C T I C E  M A N A G E M E N T
with Jessica Nunn, CPA; and David B. Mandell, JD, MBA

DERMATOLOGY PRACTICE OWNERS have a 
lot on their plates. In addition to treating patients, 
dermatologists juggle scheduling, marketing, hir-
ing, and keeping the business a� oat. Managing the 
� nances can sometimes feel like another item on 
the to-do list—and a complicated one at that.

� e truth is that your practice’s � nances are the 
key to long-term business success and understand-
ing them doesn’t have to feel like a puzzle. Finances 
play a key role in helping you carry out your business 
vision. Read on to learn how to measure the right 
numbers, set up a pay structure, incur smart debt, 
and keep track of inventory to ultimately bene� t 
your medspa.

Measure the Right Financial Numbers
A common mistake many business owners make is 
spending too much time measuring all the wrong 
numbers. Benchmarks that are helpful for a retailer 
or tech company may not be as helpful for your prac-
tice. Here’s how to collect data you actually need:

•  Use your so�tware correctly  Input determines 
output. � us, the data you enter needs to be 
right because it predicts future performance.

•  Predict your revenue Revenue is the driver 
behind your practice’s success, so calculate 
various revenue benchmarks like revenue per 
hour and revenue per provider.

•  Cost of goods sold  How much does it cost your 
practice to do the job and care for the patient? 
� is can include general expenses like equip-
ment and interior aesthetics. Expenses also 
include big items like service discounts, payroll, 
and rent. If your discounts are too high, your 
team members aren’t bringing enough busi-
ness, or your rented space is ill equipped, it’s 
time to reconsider your investments.

� ere’s no point in having data that isn’t inform-
ing your strategy. � at’s why it’s important to create 
processes and reporting around the speci� c data so 
you have the freedom to watch your business grow.

Set Up a Successful Pay Structure
Every patient has di� erent payment needs, so set 
up a system that makes payments easy and a� ord-
able for them if you are doing large cosmetic or 
elective procedures.

If your practice is more insurance-based, review-
ing your adjustments collection rate every month is 
critical. You won’t know if there’s a problem if you’re 
not looking for trends.

Also, understand your fees in relation to your 

costs. A decade ago, industry fees were not the same 
as they are today; your practice should re� ect the 
current standards. You may need to raise fees in the 
current market based on rising cost of goods sold, 
employees’ expectations for raises, and so on. And 
don’t worry, patients aren’t as sensitive to fee increas-
es as providers often think. � eir relationship with 
their provider combined with the hassle of switching 
practices makes them unlikely to leave because of a 
relatively small price raise.

Lastly, don’t underestimate the value of re-care. 
Dental practices have perfected the method where a 
patient doesn’t leave the o�  ce without schedul-
ing their next appointment. Keep patients coming 
through the doors by scheduling their next appoint-
ment ahead of time, enabling them to schedule 
online, or personally calling them. Remember that it 
costs more to acquire new patients than to keep cur-
rent ones. Instead of � shing in the pond next door, 
take a look at your own pond and how you can better 
retain your loyal customers!

Don’t Be Afraid of Financial Debt
Many business owners shy away from debt, but it can 
actually be a useful tool when growing a practice. 
� e key is to acquire debt responsibly and with a 
plan. Buy things that make sense for your practice. 
Whether you conduct industry research, ask your 
marketing department about Google search results 
in your area, or have a number of patients requesting 
a service, it’s critical to know whether your audience 
wants the investment. 

Do keep 3 to 6 months’ worth of working capital, 
but a stable practice with monthly recurring revenue 
can and should get a line of credit for the future. It 
takes risk, but so did starting a practice. Risk comes 
with reward. If you believe in your investment and 
can � nance it wisely, then do it.

A tip about smart � nancing is to accept smaller 
payments over a longer term. Having more capital 
available to you each month is likely worth more 
than the incrementally smaller interest rate you 
would get by making bigger payments over a shorter 
term. You can put down a signi� cant investment in 
the beginning if you’d like, but free your practice’s 
� nances in the future by not overcommitting to a 
high monthly payment.

Keep Track of Inventory
Here are a few simple tips for managing your prac-
tice’s inventory and medical supplies:

• Don’t keep too much supply of inventory that 

Wealth Planning for the Modern Physician and 
Wealth Management Made Simple are available 

free in print or  e-book. Download by texting DERM 
to 844-418-1212 or scanning the QR code. 
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Managing flares is one of the most unmet needs when 
treating generalized pustular psoriasis. Improve your 
practice for your patients by checking out our newly 
released video series Understanding Flares in Patients 
With Generalized Pustular Psoriasis Documented in US 
Electronic Health Records.

In this 8-part series, Aaron S. Farberg, MD, and Jeffrey 
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FDA Clears Accure 
Laser System for 
Acne Treatment
Accure’s system is the fi rst 1726-nm 
based laser device with both FDA and 
CE Mark clearances.

Kaitlyn Bader, Associate Editor

ccure’s system is the � rst 1726-nm based laser device with 
both FDA and CE Mark clearances.

� e US Food and Drug Administration (FDA) has cleared 
Accure Laser System (Accure Acne) for the treatment of mild 
to severe in� ammatory acne vulgaris.1 � e success of the 
device is based on its unique 12,726-nm laser wavelength 

and proprietary technology that carefully controls thermal gradient 
depth. � e system uses Accure’s unique pulsing algorithm, integrated 
temperature monitoring, and automated laser control.

� e FDA clearance is based on the system’s ability to selectively 
target sebaceous glands, the precise control of the laser, and the 
laser delivery into the dermis. Accure’s precise acne targeting also 
established the system as a breakthrough device among energy-based 
options. It is the � rst 1726-nm based laser platform with both FDA and 
CE Mark clearances.

� e lead physician of the system’s clinical development program, 
Emil A Tanghetti, MD, based out of � e Center for Dermatology and 
Laser Surgery in Sacramento, California, said that there is su�  cient 
evidence suggesting sebaceous gland damage at depths unique to the 
Accure Laser System’s mechanism of action. Accure’s system is ground-
breaking but still simple to use, making it accessible to dermatologists 
across the industry.

Fernanda Sakamoto, MD, PhD, assistant professor of dermatology 
at Harvard Medical School and lead author of the seminal research on 
1726-nm laser wavelength selectivity of sebaceous glands, noted that 
many patients with acne can fail treatments due to lack of compliance 
or contraindications to conventional medications. � e Accure Laser 
System is a device that dermatologists can learn to use in a controlled 
environment to treat patients safely and effectively.

According to Accure Acne, acne vulgaris a� ects more than 50 million 
adolescents and adults annually, making acne of the most common 
conditions treated by health care providers.

Reference
1. FDA clears the Accure laser system for the treatment of mild to severe in� ammatory 
acne vulgaris. News release. Accure Acne; November 22, 2022. Accessed November 28, 
2022. https://www.accureacne.com/fda-clears-accure-laser-system-treatment-mild-severe-
in� ammatory-acne-vulgaris
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BEHIND THE SCIENCE™ 
Behind Health Care 
Environmental 
Hygiene
Along with hand hygiene, environ-
mental hygiene is vital for protect-
ing patients’ health in health care 

facilities. Infection Control Today® spoke to experts about the im-
portance of environmental hygiene and the challenges that di� erent 
countries face in fi ghting health care–acquired infections.

DEEP DIVE™
2023 Predictions 
for Women’s 
Health 
Alison Cowan, MD, board-
certifi ed obstetrician-gyne-
cologist and head of medical 
a� airs for Mirvie, discusses the latest predictions for women’s health in 
2023. From maternal mortality to preterm birth, Cowan dives into what 
health conditions will be a� ecting women most in 2023 and how the 
specialty is trying to combat these issues. Mirvie is a proprietary RNA 
platform that uses blood samples to reveal the biology of each preg-
nancy and predict pregnancy complications, such as preeclampsia and 
preterm birth.

WELLBEING CHECKUP ™  
Limiting Exposure
Katie Hu�  ing, DNP, RN, CNM, 
FAAN, executive director of the 
Alliance of Nurses for Healthy 
Environments in Mount Rainier, 
Maryland, shares advice on ways 
you can help your patients (and 

yourself) become a more educated consumer and reduce the 
levels of toxic chemicals in the everyday products you use.Accure’s system is groundbreaking

but still simple to use
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Study Finds JAK Inhibitors Safer 
Than Other Systemic Agents
JAK inhibitors may cause less adverse events compared with traditional 
systemic therapies.
Kaitlyn Bader, Associate Editor

ermatologists have been 
concerned about the 
safety profile of Janus 
kinase (JAK) inhibitors 
like upadacitinib and 
abrocitinib for the treat-
ment of atopic dermatitis 
(AD) due to their boxed 

safety warnings. A study published in 
the Journal of Drugs in Dermatology and 
conducted by Stefano Daniele, MD/
PhD candidate at the Yale School of 
Medicine, in New Haven, Connecti-
cut, and Christopher Bunick, MD/PhD 
associate professor of dermatology at the 
same institution, compared the safety 
of JAK inhibitors with that of traditional 
systemic therapy in AD.1 

“Interestingly, what we found is that 
the JAK inhibitors tended to be safer 
than systemic agents that we didn’t think 
twice about using for severe atopic der-
matitis patients in the past, like metho-
trexate, cyclosporine, and oral steroids 
like prednisone. In fact, oral prednisone, 
which does not have a box warning, 
had some of the highest rates of adverse 
effects,” said Bunick. 

In 2021, the US Food and Drug 
Administration (FDA) issued a Drug 
Safety Communication detailing pre-
liminary results of a post-marketing 
safety trial that compared tofacitinib 
to tumor necrosis factor-alpha (TNF-α) 
inhibitors in patients with rheumatoid 
arthritis who were 50 years or older were 
taking methotrexate, and had at least 1 
preexisting cardiovascular risk factor. 
Study data demonstrated a higher risk 
of major adverse cardiovascular events 
(MACE) and cancer in patients taking 
tofacitinib than in those receiving TNF-α 
inhibitors. After a final review, the FDA 
concluded that there is an increased risk 
of MACE, blood clots, cancer, and death 
with tofacitinib and mandated the inclu-
sion of a boxed warning for tofacitinib 
and all other JAK inhibitors due to their 
similar mechanisms of action. 

Prescribing medications with boxed 
warnings is not new in dermatology. 
The concern now is how to comfortably 
prescribe JAK inhibitors and whether 
patients will feel comfortable using the 
drug. According to the study, one of the 
biggest concerns with a boxed warning 
is how it influences clinician prescrib-
ing habits. 

To determine the incidence of 
adverse events (AEs) with JAK inhibi-
tors versus with other systemic agents, 
Daniele and Bunick compared the 
long-term incidence rates of serious AEs 
as events per 100 patient-years (PY) for 
upadacitinib and abrocitinib to the AEs 
of systemic methotrexate, cyclosporine, 
and corticosteroids. Daniele and Bunick 
paid specific attention to malignancy 
AEs (except nonmelanoma skin cancer 
[NMSC]), MACE, and venous thrombo-
embolism (VTE). 

They studied the AE incidence 
rates of upadacitinib as reported in 
combined outcomes from the Measure 
UP1 and Measure UP2 studies.2 The 
AE incidence rate for abrocitinib were 
examined as reported in the all-abroc-
itinib cohort of the integrated safety 
analysis study.3 They then performed 
a focused literature search of the 
incidence rates for malignancy, NMSC, 
MACE, and VTE associated with the 
use of methotrexate, cyclosporine, or 
systemic corticosteroids in AD. No data 
was found on specific incidence rates 
for the systemic therapies. Daniele and 
Bunick performed another focused 
literature search of articles reporting 
the incidence rates for malignancy, 
NMSC, MACE, and VTE related to the 
use of methotrexate, cyclosporine, and 
systemic corticosteroids for the treat-
ment of other conditions or in other 
medical contexts. They compared the 
incidence rates for malignancy, NMSC, 
MACE, and VTE associated with the 
use of upadacitinib and abrocitinib in 
AD with:

1  The AE incidence rates reported in 
clinical trials using methotrexate 
in rheumatoid arthritis4

2  The incidence rates for malignancy 
and NMSC derived from a cohort 
study of patients with psoriasis 
using cyclosporine5

3  The incidence rates for MACE 
derived from a Korean cohort 
study of patients with psoriasis 
treated with cyclosporine6

4  The incidence rates for malig-
nancy and NMSC derived from 
a cohort study of elderly men (≥ 
65 years of age) with inflamma-
tory bowel disease in the United 
States National Veterans Affairs 
Healthcare System treated with 
systemic corticosteroids7

5  The incidence rate of MACE 
derived from a large, popu-
lation-based cohort study in 
Scotland of patients taking the 
equivalent of  ≥ 7.5 mg systemic 
corticosteroids daily8

6  The incidence rate of VTE derived 
from a large prospective cohort 
study investigating risk factors 
for VTE in primary care in the 
United Kingdom in which a 
subset of patients was exposed to 
systemic corticosteroids9

7  The baseline incidence rates of 
malignancy in patients with AD 
and the general population 10

8  The baseline incidence rates of 
MACE in patients with AD and in 
control subjects11

Regarding malignancy, upadacitinib 
and abrocitinib demonstrated the lowest 
rate, at 0.2 events per 100 PY. Upadaci-
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tinib (30 mg; 0.5 events per 100 PY), 
methotrexate (0.5 events per 100 
PY), and cyclosporine (0.6 events 
per 100 PY) demonstrated the next 
lowest rates of malignancy. Systemic 
corticosteroids had the highest 
malignancy rate, at 4.3 events per 
100 PY. � e study authors noted that 
“the overall incidence rate of all 
malignancies (excluding cutaneous 
basal and squamous cell carcinoma) 
in the general United States popula-
tion in 2020 was estimated to be 0.55 
events per 100 PY.” 

Methotrexate, cyclosporine, 
upadacitinib, and abrocitinib had 
between 0.3 and 0.6 events per 100 
PY for NMSC. Systemic corticoste-
roids have the highest NMSC risk, at 
3.9 events per 100 PY. 

For MACE, upadacitinib had 0.0 
to 0.1 events per 100 PY. � e 200-mg 
dose of abrocitinib has 0.2 events 
per 100 PY, and the 100-mg dose of 
abrocitinib and methotrexate had 0.5 
to 0.6 events per 100 PY. Cyclosporine 
had 2.8 events per 100 PY, and sys-

temic corticosteroids had 7.6 events 
per 100 PY, higher rates than both 
JAK inhibitors and methotrexate. 

Lastly, methotrexate had the 
highest rate of VTE, at 0.5 events per 
100 PY. Upadacitinib, abrocitinib, 
and systemic corticosteroids had 
lower rates, at between 0 and 0.4 
events per 100 PY. No data was 
available for cyclosporine and VTE. 
Overall, upadacitinib had the lowest 
rate for VTE, at 0.1 event per 100 PY. 

All drugs in this study contained 
a boxed warning, except for sys-
temic corticosteroids, the medica-
tion class with the highest incidence 
rates for malignancy, NMSC, and 
MACE. 

Overall, this study of malignancy 
incidence—non-NMSC, NMSC, 
MACE, and VTE—for upadacitinib 
and abrocitinib compared with 
traditional systemic agents (metho-
trexate, cyclosporine, and corti-
costeroids) demonstrated that the 
JAK inhibitors have equal or lower 
rates of AEs. Daniele and Bunick 

hope the study data reassures der-
matologists that JAK inhibitors are a 
major advancement in technology, 
precision medicine, and safety 
compared with previously available 
systemic agents.
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New Positive Results 
of Tapinarof Cream 
in Pediatric Patients

Kaitlyn Bader, Associate Editor

ermavant Sciences recently an-
nounced positive data results 
from its pediatric maximal 
usage study (NCT05186805) of 
tapinarof cream 1% (Vtama) 

in patients as young as 2 years old with 
burdensome atopic dermatitis (AD). The 
study applied the same dose of the cream 
approved for plaque psoriasis by the US 
Food and Drug Administration (FDA).1

“Topical therapy…[is] central…in the 
treatment of atopic dermatitis across all 
ages and disease severities. However, 
commonly used topical treatments like…
corticosteroids have clinical limitations 
based on e�  cacy, tolerability, and risk for 
adverse events. These data show that tap-
inarof 1% cream, a fi rst-in-class therapeu-
tic aryl hydrocarbon receptor–modulating 
agent, demonstrated very favorable safety 
and tolerability with minimal systemic 
absorption under maximal use conditions 
in AD patients down to 2 years of age. In 
combination with future fi ndings from the 
ongoing ADORING 1 and 2 phase 3 clinical 
trials, tapinarof 1% cream is poised to 
become a safe and well-tolerated topical 

to no systemic exposure was confi rmed 
under maximal use conditions in patients 
with up to 90% BSA a� ected.

According to Dermavant, the maximal 
usage PK data will support its anticipated 
supplemental new drug application for 
AD, which will also include results from 
its phase 3 studies, ADORING 1, 2, and 3, 
in subjects aged 2 years old and older. 
Topline results from ADORING 1 and ADOR-
ING 2 are expected in the fi rst half of 2023.

“Despite a number of new treatments 
and a massive leap in understanding atop-
ic dermatitis, we are still facing a tremen-
dous burden of disease and a plethora of 
unmet needs.…The search…continues…
[for] safe and e� ective treatments.…
This is an important step for an already 
established innovative topical treatment. 
To see a reassuring safety and tolerability 
profi le in maximal use study is particularly 
key for the pediatric population, where 
the level of tolerance for safety is o�ten 
lower than that of adults,” said Peter Lio, 
MD, clinical professor of dermatology and 
pediatrics at Northwestern University 
Feinberg School of Medicine.

Tapinarof cream 1% was approved by 
the FDA in May 2022 for the treatment 
of plaque psoriasis in adults. The ap-
proval was based on phase 3 data from 
PSOARING 1 (NCT03956355) and PSOAR-
ING 2 (NCT03983980) clinical trials, both 
published in the New England Journal of 
Medicine.

References
1. Dermavant announces highly favorable results from 
pediatric maximal usage study of Vtama (tapinarof) 
cream, 1% in atopic dermatitis. News release Derma-
vant Sciences; November 8, 2022. Accessed November 
10, 2022. https://www.dermavant.com/dermavant-an-
nounces-compelling-results-from-pediatric-maximal-
usage-study-of-vtama-tapinarof-cream-1-in-atopic-
dermatitis/
2. Maximal use study of tapinarof cream, 1% in 
pediatric subjects with extensive atopic dermatitis. 
NCT05186805. Updated September 26, 2022. Accessed 
November 10, 2022. https://clinicaltrials.gov/ct2/show/
NCT05186805?term=tapinarof%2C+pediatric&draw=
2&rank=1

option for a broad spectrum of atopic der-
matitis patients,” said Raj Chovatiya, MD, 
PhD, assistant professor of dermatology 
and director of the Center for Eczema and 
Itch at Northwestern University Feinberg 
School of Medicine in Chicago, Illinois.

The open label, maximal usage study 
enrolled 36 pediatric patients aged 2 to 
17 years old, with an Investigator Global 
Assessment (IGA) score ≥ 3 at screen-
ing (mean body surface area [BSA] of 
43%, range of 26%-90%) for 4 weeks of 
treatment with tapinarof cream. The 
study’s objective was to determine the 
pharmacokinetics (PK) and safety of the 
cream under maximal usage conditions in 
pediatric patients with AD. The study used 
the same dose and frequency (1% cream 
applied once daily) as is being studied 
in Dermavant’s ongoing ADORING 1 and 
ADORING 2 pivotal trials for AD.

Results show that tapinarof cream had 
favorable safety, PK, and clinical improve-
ment in patients with AD as young as 2 
years old. The incidence of adverse events 
(AEs) was low, and the cream was well tol-
erated in areas of sensitive skin. Minimal 

Dermavant announced favorable results from its 
pediatric maximal usage study.

Measures of the Maximal Usage
Primary outcomes include2

⦁ Improvement in incidence, frequency, and duration of AEs, baseline to day 2
⦁ Change from baseline in laboratory values or vital signs, baseline to day 28
⦁ Mean-investigator assessed Local Tolerability Scale scores by visit, baseline 

to day 8

Secondary outcome2

⦁ Change in Validated Investigator Global Assessment in Atopic Dermatitis 
score (vIGA-AD) at each visit, baseline to day 8

⦁ Mean and percent change in Eczema Area and Severity Index 
and % BSA from baseline to each visit

⦁ Proportion of subjects who have a vIGA-AD score of clear or almost clear (0 
or 1) at each visit, baseline to day 28

New Positive Results 
of Tapinarof Cream 
in Pediatric Patients

to no systemic exposure was confi rmed 
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Ruxolitinib Cream’s 
Impact on Quality 
of Life
Alexandra Ward, MA, Vice President of Content

he use of ruxolitinib 
cream (Opzelura; Incyte) 
in adults and adolescents 
with atopic dermatitis 
(AD) resulted in measur-
able improvements in 

skin-related quality of life (QOL) 
outcomes such as skin pain, 
anxiety, and depression, according 
to pooled results from 2 phase 3 
studies presented as a poster1 at the 
Society of Dermatology Physician 
Assistants (SDPA) 20th Annual 
Fall Dermatology Conference, 
held November 17-20, 2022, in 
Miami, Florida.

Using 52-week pooled data 
from TRuE-AD1 (NCT03745638) 
and TRuE-AD2 (NCT03745651), 
the clinical trials that led to the 
2021 FDA approval of the topical 
JAK1/JAK2 inhibitor, investigators 
sought to assess the e� ects of long-
term, as-need use of ruxolitinib 
cream as well as its impact on 
patient-reported QOL.

To be included in the studies 
patients had to be 12 years or older 
and have had AD for 2 years or 
more, with a baseline Investigator’s 
Global Assessment (IGA) score of 
2 or 3 and 3%–20% of body surface 
area (BSA) a� ected, not including 
the scalp. Immunocompromised 
patients and those with unstable 
courses of AD or other types of 
eczema or who were using topical 
AD therapies were not included in 
the studies.

According to investigators, 
TRuE-AD1 and TRuE-AD2 were 
designed identically, with patients 
randomized 2:2:1 to either rux-
olitinib cream (0.75% twice daily 
[bid] or 1.5% bid) or vehicle cream 
bid for 8 weeks of double-blind 
continuous treatment (vehicle-
controlled [VC] period). Partici-
pants were instructed to continue 

treating lesions even if they 
noticed improvement.

Subsequently, patients were 
enrolled in a double-blind, 
long-term safety (LTS) period of 
as-needed treatment for up to 52 
weeks. � e group initially random-
ized to ruxolitinib continued with 
the existing regimen while those 
who had been receiving vehicle 
cream were randomized 1:1 to 
either ruxolitinib 0.75% or 1.5% .

During this time, patients were 
to treat only those areas with active 
AD and discontinue treatment 
3 days after lesion clearance. If 
lesions reoccurred, patients were 
instructed to restart treatment with 
ruxolitinib. No rescue medica-
tions were permitted during the 
LTS period.

To assess skin-related QOL, 
investigators used the Dermatol-
ogy Life Quality Index (DLQI) for 
patients aged > 16 years and the 
children’s DLQI for patients aged 
12-15 years, with lower scores indi-
cating less QOL impairment.

� e results were patient-
reported, and they assessed skin 
pain/discomfort and anxiety/
depression over the last week 
using a 5-point scale (no prob-
lems, slight problems, moder-
ate problems, severe problems, 
extreme problems).

A total of 1249 patients were 
randomized, with 1072 (85.8%) 
continuing on to the LTS period, 
and 1031 ultimately evaluated for 
e�  cacy (0.75% ruxolitinib cream, 
n = 409; 1.5% ruxolitinib cream, n = 
428; vehicle cream to 0.75% ruxoli-
tinib cream, n = 98; vehicle cream 
to 1.5% ruxolitinib cream, n = 96).

Patients in the 0.75% and 1.5% 
ruxolitinib arms experienced a 
greater mean reduction in DLQI 
scores from baseline at week 8 com-

pared 
with 
patients 
in the 
vehicle arms, 
and those QOL 
improvements were 
maintained in the LTS 
period as well, with reductions 
of –7.8 and –7.5 in the ruxolitinib 
0.75% and ruxolitinib 1.5% groups, 
respectively, at week 52. Patients 
who switched from vehicle to 
ruxolitinib cream in the LTS period 
experienced similar improvements 
by week 12, and those maintained 
through week 52 (–6.9/–7.4 for 
ruxolitinib 0.75%/1.5%, respec-
tively). Adolescent patients 
reported similar trends using the 
CDLQI assessment.

At the conclusion of the LTS 
period, most patients reported a 
DLQI score of 0/1, meaning AD has 
no e� ect on QOL.

Reports of skin pain were 
also reduced in patients using 
ruxolitinib cream.

“In the LTS period with 
as-needed ruxolitinib cream, 
the percentage of patients who 
reported no skin pain/discom-
fort was maintained for patients 
who remained in the 0.75%/1.5% 
ruxolitinib cream groups (week 52, 
71.0%/66.9%); a similar percent-
age of patients who switched from 
vehicle cream to as-needed rux-
olitinib cream (0.75%/1.5%) in the 

LTS period reported no skin pain/
discomfort (week 52, 70.8%/63.0%),” 
investigators said.

� e treatment was well-toler-
ated throughout the LTS period, 
with 677/1072 (63.2%) individuals 
experiencing a treatment-emergent 
adverse event, most commonly 
in the form of an upper respira-
tory tract infection (10.1%) or 
nasopharyngitis (9.7%).

Overall, treatment with ruxoli-
tinib cream resulted in improve-
ments in QOL measures, including 
skin pain and mental health 
across both adult and adolescent 
patient populations. � ese bene� ts 
were also shared by patients who 
switched to the study treatment 
during the LTS period.

Reference
1. Simpson E, Armstrong A, Chiesa Fuxench C, 
et al. E� ects of ruxolitinib cream on patient-
reported quality of life in atopic dermatitis: 
52-week pooled results from two phase 3 
studies. Poster presented at: SDPA 20th An-
nual Fall Dermatology Conference; November 
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR

Explore extension results through 52 weeks

For uncontrolled, mild to moderate atopic dermatitis in 
non-immunocompromised patients aged ≥12 years1

>  Clear or almost clear skin (IGA 0/1)* in >50% of patients at week 8
(53.8% vs 15.1% and 51.3% vs 7.6% vehicle†; P<0.0001)1,2

>  Meaningful itch relief (Itch NRS4) in >50% of patients at week 8
(52.2% vs 15.4% and 50.7% vs 16.3% vehicle†; P<0.0001)1,2‡

— Itch NRS4 response seen as early as day 3 
(18.4% OPZELURA vs 4.2% vehicle and 13.2% OPZELURA vs 0% vehicle†)3

INDICATION

OPZELURA is indicated for the topical short-term and 
non-continuous chronic treatment of mild to moderate 
atopic dermatitis in non-immunocompromised adult and 
pediatric patients 12 years of age and older whose disease 
is not adequately controlled with topical prescription 
therapies or when those therapies are not advisable.

Limitation of Use: Use of OPZELURA in combination 
with therapeutic biologics, other JAK inhibitors, or 
potent immunosuppressants such as azathioprine 
or cyclosporine is not recommended.

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with oral Janus kinase inhibitors for 
infl ammatory conditions are at risk for developing 
serious infections that may lead to hospitalization 
or death. Reported infections include:

•  Active tuberculosis, which may present with 
pulmonary or extrapulmonary disease. 

•  Invasive fungal infections, including cryptococcosis 
and pneumocystosis.

•  Bacterial, viral, including herpes zoster, and other 
infections due to opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, 
serious infection, including localized infections. If 
a serious infection develops, interrupt OPZELURA 
until the infection is controlled. Carefully consider 
the benefi ts and risks of treatment prior to 
initiating OPZELURA in patients with chronic or 
recurrent infection. Closely monitor patients for the 
development of signs and symptoms of infection 
during and after treatment with OPZELURA.

Serious lower respiratory tract infections were reported in 
the clinical development program with topical ruxolitinib.

No cases of active tuberculosis (TB) were reported 
in clinical trials with OPZELURA. Cases of active TB 
were reported in clinical trials of oral Janus kinase 
inhibitors used to treat infl ammatory conditions. 
Consider evaluating patients for latent and active TB 
infection prior to administration of OPZELURA. During 
OPZELURA use, monitor patients for the development 
of signs and symptoms of TB.

Viral reactivation, including cases of herpes virus 
reactivation (e.g., herpes zoster), were reported in 
clinical trials with Janus kinase inhibitors used to treat 
infl ammatory conditions including OPZELURA. If a 
patient develops herpes zoster, consider interrupting 
OPZELURA treatment until the episode resolves.

Hepatitis B viral load (HBV-DNA titer) increases, 
with or without associated elevations in alanine 
aminotransferase and aspartate aminotransferase, 
have been reported in patients with chronic HBV 
infections taking oral ruxolitinib. OPZELURA 
initiation is not recommended in patients with 
active hepatitis B or hepatitis C. 

Please see additional Important Safety Information 
on following page. 

Please see Brief Summary of Full Prescribing 
Information, including Boxed Warning, on 
following pages.

OPZELURA was studied in 2 identically designed, double-blind, randomized, vehicle-controlled trials (TRue-AD1 and TRuE-AD2). The 2 studies 
included 1249 adult and adolescent patients ≥12 years of age with an affected BSA of 3%-20% and an IGA score of 2 or 3 on a severity scale of 
0-4. Patients were randomized to monotherapy with OPZELURA, ruxolitinib cream 0.75%, or vehicle twice daily for 8 weeks.1,2

*With a ≥2-grade improvement from baseline.1
†In TRuE-AD1 and TRuE-AD2, respectively.1,2

‡≥4-point improvement in NRS among patients with a score of ≥4 at baseline.1

BSA=body surface area; IGA=lnvestigator's Global Assessment; JAK=Janus kinase; NRS=numeric rating scale.  
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.
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MORTALITY
In a large, randomized, postmarketing safety study 
in rheumatoid arthritis (RA) patients 50 years of age 
and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis 
factor (TNF) blocker treatment, a higher rate of all-cause 
mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor. Consider the benefi ts 
and risks for the individual patient prior to initiating 
or continuing therapy with OPZELURA.

MALIGNANCIES
Malignancies were reported in patients treated with 
OPZELURA. Lymphoma and other malignancies have 
been observed in patients receiving JAK inhibitors used 
to treat infl ammatory conditions. In RA patients treated 
with an oral JAK inhibitor, a higher rate of malignancies 
(excluding non-melanoma skin cancer (NMSC)) was 
observed when compared with TNF blockers. Patients 
who are current or past smokers are at additional 
increased risk.

Consider the benefi ts and risks for the individual 
patient prior to initiating or continuing therapy 
with OPZELURA, particularly in patients with a 
known malignancy (other than successfully treated 
non-melanoma skin cancers), patients who develop 
a malignancy when on treatment, and patients 
who are current or past smokers.

Non-melanoma skin cancers, including basal cell and 
squamous cell carcinoma, have occurred in patients 
treated with OPZELURA. Perform periodic skin 
examinations during OPZELURA treatment and following 
treatment as appropriate. Exposure to sunlight and UV 
light should be limited by wearing protective clothing 
and using broad-spectrum sunscreen.

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least 
one cardiovascular risk factor treated with an oral JAK 
inhibitor, a higher rate of major adverse cardiovascular 
events (MACE) (defi ned as cardiovascular death, 
myocardial infarction, and stroke), was observed 
when compared with TNF blockers. Patients who are 
current or past smokers are at additional increased 
risk. Discontinue OPZELURA in patients who have 
experienced a myocardial infarction or stroke.

Consider the benefi ts and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers 
and patients with other cardiovascular risk factors. 
Patients should be informed about the symptoms of 
serious cardiovascular events and the steps to take if 
they occur. Discontinue OPZELURA in patients that 
have experienced a myocardial infarction or stroke.

THROMBOSIS
Thromboembolic events were observed in trials with 
OPZELURA. Thrombosis, including pulmonary embolism 
(PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK 
inhibitors used to treat infl ammatory conditions. Many 
of these adverse reactions were serious and some resulted 
in death. In RA patients 50 years of age and older with at 
least one cardiovascular risk factor treated with an oral 
JAK inhibitor, a higher rate of thrombosis was observed 
when compared with TNF blockers. Avoid OPZELURA 
in patients at risk. If symptoms of thrombosis occur, 
discontinue OPZELURA and treat appropriately.

Thrombocytopenia, Anemia and Neutropenia
Thrombocytopenia, anemia, and neutropenia were 
reported in the clinical trials with OPZELURA. Consider 
the benefi ts and risks for individual patients who have a 
known history of these events prior to initiating therapy 
with OPZELURA. Perform CBC monitoring as clinically 
indicated. If signs and/or symptoms of clinically 
signifi cant thrombocytopenia, anemia, and neutropenia 
occur, patients should discontinue OPZELURA.

Lipid Elevations
Treatment with oral ruxolitinib has been associated 
with increases in lipid parameters including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, 
and triglycerides.

Adverse Reactions
In atopic dermatitis, the most common adverse 
reactions (≥1%) are nasopharyngitis (3%), diarrhea (1%), 
bronchitis (1%), ear infection (1%), eosinophil count 
increased (1%), urticaria (1%), folliculitis (1%), tonsillitis 
(1%), and rhinorrhea (1%).

Pregnancy
There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA 
during pregnancy. Pregnant persons exposed to 
OPZELURA and healthcare providers should report 
OPZELURA exposure by calling 1-855-463-3463.

Lactation
Advise women not to breastfeed during treatment with 
OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives).

Please see Brief Summary of Full Prescribing Information, 
including Boxed Warning, on following pages.

References: 1. Opzelura. Prescribing Information. Incyte Corporation; 2022. 
2. Papp K, Szepietowski JC, Kircik L, et al. Efficacy and safety of ruxolitinib 
cream for the treatment of atopic dermatitis: results from 2 phase 3, 
randomized, double-blind studies. J Am Acad Dermatol. Published 
online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
Incyte Corporation
1801 Augustine Cut-off
Wilmington, DE 19803
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.
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INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
Incyte Corporation
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Wilmington, DE 19803
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.
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MORTALITY
In a large, randomized, postmarketing safety study 
in rheumatoid arthritis (RA) patients 50 years of age 
and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis 
factor (TNF) blocker treatment, a higher rate of all-cause 
mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor. Consider the benefi ts 
and risks for the individual patient prior to initiating 
or continuing therapy with OPZELURA.

MALIGNANCIES
Malignancies were reported in patients treated with 
OPZELURA. Lymphoma and other malignancies have 
been observed in patients receiving JAK inhibitors used 
to treat infl ammatory conditions. In RA patients treated 
with an oral JAK inhibitor, a higher rate of malignancies 
(excluding non-melanoma skin cancer (NMSC)) was 
observed when compared with TNF blockers. Patients 
who are current or past smokers are at additional 
increased risk.

Consider the benefi ts and risks for the individual 
patient prior to initiating or continuing therapy 
with OPZELURA, particularly in patients with a 
known malignancy (other than successfully treated 
non-melanoma skin cancers), patients who develop 
a malignancy when on treatment, and patients 
who are current or past smokers.

Non-melanoma skin cancers, including basal cell and 
squamous cell carcinoma, have occurred in patients 
treated with OPZELURA. Perform periodic skin 
examinations during OPZELURA treatment and following 
treatment as appropriate. Exposure to sunlight and UV 
light should be limited by wearing protective clothing 
and using broad-spectrum sunscreen.

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least 
one cardiovascular risk factor treated with an oral JAK 
inhibitor, a higher rate of major adverse cardiovascular 
events (MACE) (defi ned as cardiovascular death, 
myocardial infarction, and stroke), was observed 
when compared with TNF blockers. Patients who are 
current or past smokers are at additional increased 
risk. Discontinue OPZELURA in patients who have 
experienced a myocardial infarction or stroke.

Consider the benefi ts and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers 
and patients with other cardiovascular risk factors. 
Patients should be informed about the symptoms of 
serious cardiovascular events and the steps to take if 
they occur. Discontinue OPZELURA in patients that 
have experienced a myocardial infarction or stroke.

THROMBOSIS
Thromboembolic events were observed in trials with 
OPZELURA. Thrombosis, including pulmonary embolism 
(PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK 
inhibitors used to treat infl ammatory conditions. Many 
of these adverse reactions were serious and some resulted 
in death. In RA patients 50 years of age and older with at 
least one cardiovascular risk factor treated with an oral 
JAK inhibitor, a higher rate of thrombosis was observed 
when compared with TNF blockers. Avoid OPZELURA 
in patients at risk. If symptoms of thrombosis occur, 
discontinue OPZELURA and treat appropriately.

Thrombocytopenia, Anemia and Neutropenia
Thrombocytopenia, anemia, and neutropenia were 
reported in the clinical trials with OPZELURA. Consider 
the benefi ts and risks for individual patients who have a 
known history of these events prior to initiating therapy 
with OPZELURA. Perform CBC monitoring as clinically 
indicated. If signs and/or symptoms of clinically 
signifi cant thrombocytopenia, anemia, and neutropenia 
occur, patients should discontinue OPZELURA.

Lipid Elevations
Treatment with oral ruxolitinib has been associated 
with increases in lipid parameters including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, 
and triglycerides.

Adverse Reactions
In atopic dermatitis, the most common adverse 
reactions (≥1%) are nasopharyngitis (3%), diarrhea (1%), 
bronchitis (1%), ear infection (1%), eosinophil count 
increased (1%), urticaria (1%), folliculitis (1%), tonsillitis 
(1%), and rhinorrhea (1%).

Pregnancy
There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA 
during pregnancy. Pregnant persons exposed to 
OPZELURA and healthcare providers should report 
OPZELURA exposure by calling 1-855-463-3463.

Lactation
Advise women not to breastfeed during treatment with 
OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives).

Please see Brief Summary of Full Prescribing Information, 
including Boxed Warning, on following pages.

References: 1. Opzelura. Prescribing Information. Incyte Corporation; 2022. 
2. Papp K, Szepietowski JC, Kircik L, et al. Efficacy and safety of ruxolitinib 
cream for the treatment of atopic dermatitis: results from 2 phase 3, 
randomized, double-blind studies. J Am Acad Dermatol. Published 
online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised adult and pediatric patients 12 years of age and older 
whose disease is not adequately controlled with topical prescription therapies or  
when those therapies are not advisable.

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.

WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR 
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

•   Active tuberculosis, which may present with pulmonary or 
extrapulmonary disease. 

• Invasive fungal infections, including cryptococcosis, and pneumocystosis. 
•  Bacterial, viral, including herpes zoster, and other infections due to 

opportunistic pathogens.

Avoid use of OPZELURA in patients with an active, serious infection, including 
localized infections. If a serious infection develops, interrupt OPZELURA until 
the infection is controlled.

The risks and benefits of treatment with OPZELURA should be carefully 
considered prior to initiating therapy in patients with chronic or  
recurrent infection.

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Malignancies were reported in patients treated with OPZELURA. Lymphoma 
and other malignancies have been observed in patients receiving JAK 
inhibitors used to treat inflammatory conditions. In RA patients treated with an 
oral JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk [see 
Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at least one cardiovascular risk 
factor treated with an oral JAK inhibitor, a higher rate of major adverse 
cardiovascular events (MACE) (defined as cardiovascular death, myocardial 
infarction, and stroke), was observed when compared with TNF blockers. 
Patients who are current or past smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have experienced a myocardial 
infarction or stroke [see Warnings and Precautions].
THROMBOSIS
Thromboembolic events were observed in trials with OPZELURA. Thrombosis, 
including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse reactions were serious and 
some resulted in death. In RA patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK inhibitor, a higher rate of 
thrombosis was observed when compared with TNF blockers. Avoid OPZELURA in 
patients at risk. If symptoms of thrombosis occur, discontinue OPZELURA and 
treat appropriately [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, mycobacterial, 
invasive fungal, viral, or other opportunistic pathogens have been reported in patients 
receiving oral Janus kinase inhibitors. Serious lower respiratory tract infections were 
reported in the clinical development program with topical ruxolitinib. Avoid use of 

OPZELURA in patients with an active, serious infection, including localized infections. 
Consider the risks and benefits of treatment prior to initiating OPZELURA in patients: with 
chronic or recurrent infection; with a history of a serious or an opportunistic infection; who 
have been exposed to tuberculosis; who have resided or traveled in areas of endemic 
tuberculosis or endemic mycoses; or with underlying conditions that may predispose them 
to infection. Closely monitor patients for the development of signs and symptoms  
of infection during and after treatment with OPZELURA. Interrupt OPZELURA if a patient 
develops a serious infection, an opportunistic infection, or sepsis. Do not resume 
OPZELURA until the infection is controlled. 

Tuberculosis: No cases of active tuberculosis (TB) were reported in clinical trials  
with OPZELURA. Cases of active TB were reported in clinical trials of oral Janus kinase 
inhibitors used to treat inflammatory conditions. Consider evaluating patients for 
latent and active TB infection prior to administration of OPZELURA. During OPZELURA 
use, monitor patients for the development of signs and symptoms of TB.

Viral Reactivation: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat inflammatory conditions including OPZELURA. If a patient develops herpes 
zoster, consider interrupting OPZELURA treatment until the episode resolves.

Hepatitis B and C: The impact of Janus kinase inhibitors used to treat inflammatory 
conditions including OPZELURA on chronic viral hepatitis reactivation is unknown. 
Patients with a history of hepatitis B or C infection were excluded from clinical trials.

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations 
in alanine aminotransferase and aspartate aminotransferase, have been reported in 
patients with chronic HBV infections taking oral ruxolitinib. OPZELURA initiation is not 
recommended in patients with active hepatitis B or hepatitis C.

Mortality: In a large, randomized, postmarketing safety study of an oral JAK inhibitor 
in rheumatoid arthritis (RA) patients 50 years of age and older with at least one 
cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor 
compared with TNF blockers. Consider the benefits and risks for the individual patient 
prior to initiating or continuing therapy with OPZELURA.

Malignancy and Lymphoproliferative Disorders: Malignancies, including lymphomas, 
were observed in clinical trials of oral JAK inhibitors used to treat inflammatory conditions. 
Patients who are current or past smokers are at additional increased risk. Malignancies, 
including lymphomas, have occurred in patients receiving JAK inhibitors used to treat 
inflammatory conditions. In a large, randomized, postmarketing safety study of an oral JAK 
inhibitor in RA patients, a higher rate of malignancies (excluding non-melanoma skin cancer) 
was observed in patients treated with the JAK inhibitor compared to those treated with TNF 
blockers. A higher rate of lymphomas was observed in patients treated with the JAK inhibitor 
compared to those treated with TNF blockers. A higher rate of lung cancers was observed in 
current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall 
malignancies. Consider the benefits and risks for the individual patient prior to initiating or 
continuing therapy with OPZELURA, particularly in patients with a known malignancy (other 
than successfully treated non-melanoma skin cancers), patients who develop a malignancy 
when on treatment, and patients who are current or past smokers.

Non-melanoma Skin Cancers: Non-melanoma skin cancers including basal cell and 
squamous cell carcinoma have occurred in patients treated with OPZELURA. Perform 
periodic skin examinations during OPZELURA treatment and following treatment as 
appropriate. Exposure to sunlight and UV light should be limited by wearing protective 
clothing and using broad-spectrum sunscreen.

Major Adverse Cardiovascular Events (MACE): In a large, randomized, postmarketing 
safety study of an oral JAK inhibitor in RA patients 50 years of age and older with at least 
one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke 
was observed with the JAK inhibitor compared to those treated with TNF blockers. Patients 
who are current or past smokers are at additional increased risk. Consider the benefits and 
risks for the individual patient prior to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past smokers and patients with other 
cardiovascular risk factors. Patients should be informed about the symptoms of serious 
cardiovascular events and the steps to take if they occur. Discontinue OPZELURA in 
patients that have experienced a myocardial infarction or stroke.

Thrombosis: Thromboembolic events were observed in clinical trials with OPZELURA. 
Thrombosis, including deep vein thrombosis (DVT), pulmonary embolism (PE), and arterial 
thrombosis have been reported in patients receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions were serious and some resulted in death. In a 
large, randomized, postmarketing safety study of an oral JAK inhibitor in RA patients 50 
years of age and older with at least one cardiovascular risk factor, higher rates of overall 
thrombosis, DVT, and PE were observed compared to those treated with TNF blockers. Avoid 
OPZELURA in patients who may be at increased risk of thrombosis. If symptoms of 
thrombosis occur, discontinue OPZELURA and evaluate and treat patients appropriately.

Thrombocytopenia, Anemia, and Neutropenia: Thrombocytopenia, anemia, and 
neutropenia were reported in the clinical trials with OPZELURA. Consider the benefits 
and risks for individual patients who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC monitoring as clinically indicated. If 
signs and/or symptoms of clinically significant thrombocytopenia, anemia, and 
neutropenia occur, patients should discontinue OPZELURA.

Pediatric Use: Atopic Dermatitis: The safety and effectiveness of OPZELURA for the 
topical treatment of mild-to-moderate atopic dermatitis have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported by 
evidence from TRuE-AD1 and TRuE-AD2, which included 92 pediatric subjects aged 12 to 
17 years with mild-to-moderate atopic dermatitis. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The safety 
and effectiveness of OPZELURA in pediatric patients younger than 12 years of age with 
atopic dermatitis have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.

Geriatric Use: Of the 1249 total subjects with atopic dermatitis in clinical trials with 
OPZELURA, 115 (9%) were 65 years of age and older. No clinically meaningful 
differences in safety or effectiveness were observed between subjects less than 
65 years and subjects 65 years and older.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).

Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to 
tell their healthcare provider if they develop any signs or symptoms of an infection. 
Advise patients that Janus kinase inhibitors increase the risk of herpes zoster, and 
some cases can be serious [see Warnings and Precautions].

Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have 
ever had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions]. 

Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].

Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].

Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 

Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].

Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration].

Pregnancy: Inform patients to report their pregnancy to Incyte Corporation  
at 1-855-463-3463 [see Use in Specific Populations].

Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Specific Populations].
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.

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. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

Adverse reactions that occurred in TRuE-AD1 and TRuE-AD2 in < 1% of subjects in the 
OPZELURA group and none in the vehicle group were: neutropenia, allergic conjunctivitis, 
pyrexia, seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and 
acneiform dermatitis. 

DRUG INTERACTIONS 
Drug interaction studies with OPZELURA have not been conducted. Ruxolitinib is 
known to be a substrate for cytochrome P450 3A4 (CYP3A4). Inhibitors of CYP3A4  
may increase ruxolitinib systemic concentrations whereas inducers of CYP3A4 may 
decrease ruxolitinib systemic concentrations. 

Strong Inhibitors of CYP3A4: Avoid concomitant use of OPZELURA with strong 
inhibitors of CYP3A4 as there is a potential to increase the systemic exposure of 
ruxolitinib and could increase the risk of OPZELURA adverse reactions.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Pregnancy Exposure Registry: There is a pregnancy registry that monitors pregnancy 
outcomes in pregnant persons exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare providers should report OPZELURA 
exposure by calling 1-855-463-3463.

Risk Summary: Available data from pregnancies reported in clinical trials with OPZELURA 
are not sufficient to evaluate a drug-associated risk for major birth defects, miscarriage, 
or other adverse maternal or fetal outcomes. In animal reproduction studies, oral 
administration of ruxolitinib to pregnant rats and rabbits during the period of organogenesis 
resulted in adverse developmental outcomes at doses associated with maternal toxicity.

The background risks of major birth defects and miscarriage for the indicated 
populations are unknown. All pregnancies carry some risk of birth defects, loss, or 
other adverse outcomes. The background risk in the U.S. general population of major 
birth defects and miscarriage is 2-4% and 15-20%, respectively.

Data

Animal Data: Ruxolitinib was administered orally to pregnant rats or rabbits during the 
period of organogenesis, at doses of 15, 30, or 60 mg/kg/day in rats and 10, 30, or  
60 mg/kg/day in rabbits. There were no treatment-related malformations at any dose.  
A decrease in fetal weight of approximately 9% was noted in rats at the highest and 
maternally toxic dose of 60 mg/kg/day. This dose resulted in systemic exposure 
approximately 22 times the clinical systemic exposure at the maximum recommended 
human dose (MRHD; the clinical systemic exposure from ruxolitinib cream, 1.5% applied 
twice daily to 25-40% atopic dermatitis-affected body surface area is used for calculation 
of multiples of human exposure). In rabbits, lower fetal weights of approximately 8% and 
increased late resorptions were noted at the highest and maternally toxic dose of 
60 mg/kg/day. This dose resulted in systemic exposure approximately 70% the MRHD 
clinical systemic exposure. In a pre-and post-natal development study in rats, pregnant 
animals were dosed with ruxolitinib from implantation through lactation at doses up to 
30 mg/kg/day. There were no drug-related adverse effects on embryofetal survival, 
postnatal growth, development parameters or offspring reproductive function at the 
highest dose evaluated (3.1 times the MRHD clinical systemic exposure).

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 

Data: Lactating rats were administered a single dose of [14C]-labeled ruxolitinib  
(30 mg/kg) on postnatal Day 10, after which plasma and milk samples were collected 
for up to 24 hours. The AUC for total radioactivity in milk was approximately 13 times 
the maternal plasma AUC. Additional analysis showed the presence of ruxolitinib and 
several of its metabolites in milk, all at levels higher than those in maternal plasma.
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Vitiligo Treatment 
and Management
Two specialists discuss prevalence, patient 
communication, and an exciting new therapy. 

Kaitlyn Bader, Associate Editor

itiligo is a complex autoimmune 
disease that requires understand-
ing and communication between 
clinician and patient. Nada 

Elbuluk, MD, dermatologist and clinical 
associate professor at the Keck School 
of Medicine of the University of Southern 
California, in Los Angeles, and David Ros-
marin, MD, dermatologist and department 
chair Indiana University School of Medi-
cine in Indianapolis, offered an overview of 
the condition, its prevalence, potential trig-
gers, and treatment options in Updates in 
Vitiligo Management, a Dermatology Times® 
DermView series. 

Elbuluk began by describing how she 
explains the disorder to patients. She tells 
them that because vitiligo is an autoimmune 
disease, their antibodies are attacking their 
melanocytes and when this happens, white 
patches appear on the skin. Elbuluk stresses 
that she tells patients that they did not cause 
their condition but rather are genetically 
predisposed to developing it. 

“Some patients are worried they did 
something to cause the vitiligo,” Rosmarin 
said. “Maybe there were some instigating 
events, but we don’t want patients to blame 
themselves. Often, it’s idiopathic, and we 
don’t know why people get it. Maybe there’s 
a genetic predisposition, some environmental 
event that triggers it.” 

Elbuluk and Rosmarin also discussed the 
common myth that vitiligo is a skin of color 
disease. 

“It’s not,” Elbuluk noted. “It’s more visible 
in darker skin, so there’s a much greater 
contrast between vitiliginous patches in 
someone who has dark skin. People notice 
it more in darker skin. In my practice, I have 
patients of many different racial and ethnic 
backgrounds who have vitiligo.”

Elbuluk also tells patients with vitiligo 
that there is a 20% to 30% chance that 
they will develop some form of thyroid 

disease, and she checks thyroid-stimulating 
hormones (TSH) and vitamin D levels at the 
introductory visit. Rosmarin also screens 
for TSH at the first visit because 25% of 
patients with vitiligo go on to have an auto-
immune thyroid disease. 

Another topic they discuss with patients 
is genetic risk. According to Rosmarin, many 
of his patients who are in their 20s or 30s 
and thinking about having children tend to 
ask whether they will pass on vitiligo to their 
children and whether their parents passed it 
on to them.

“About 1% of the population, 0.5% to 2% in 
some estimates, will have vitiligo,” Rosmarin 
explained. “If you have a first-degree relative, 
then your risk is increased about 4%. It’s 
about sixfold higher. It’s complex, and there’s 
a genetic component, a predisposition.” 

Wood’s lamp is a common tool used to 
identify vitiligo in patients with lighter Fitz-
patrick skin types. According to Rosmarin, 
a Wood’s lamp is essential for seeing the 
true extent of vitiligo in fair-skinned patients. 
For many, the severity of disease and the 
extent of body surface it affects can cause 
emotional distress. To combat the fear of vit-
iligo, Rosmarin classifies patients as having 
either progressive or stable disease. If it is 
progressing, he tries to halt the process with 
2-5 mg of dexamethasone, 2 days a week,  
for about 12 weeks. 

Elbuluk always asks patients about their 
goals for vitiligo treatment. Many of her 
patients have been told that there is no way 
to treat vitiligo or they have been on previous 
treatments that failed. She tries to make each 
visit as educational as possible for patients. 

“You hit the nail on the head,” said 
Rosmarin. “A lot of education takes place 
during these visits. I want to build on what 
you commented on, for quality of life. Our 
measures show that, when patients have 
[vitiligo] in exposed areas, that tends to af-
fect their quality of life. Even more so…[with] 

V

progressive or unstable disease. They have 
anxiety…[about] not knowing when they’ll 
get a new spot. The unpredictability…[of] 
nonsegmental vitiligo can be quite bother-
some to patients, more than even having the 
disease in the first place.”

In progressive vitiligo, Elbuluk and Rosma-
rin consider the percentage of body surface 
affected and the category of treatment that 
will work best. Combination therapy is typi-
cally more successful, especially in patients 
who have tried only 1 form of treatment for 
a brief period of time. Elbuluk also makes 
sure patients understand that success will 
not happen overnight. Phototherapy, for 
instance, can take at least 30 sessions or 
more to begin eliciting a response. Overall, 
Elbuluk tells her patients that with vitiligo 
there are 2 treatment goals: stabilization and 
repigmentation. 

Ruxolitinib cream (Opzelura; Incyte Der-
matology) is a favorite therapeutic option of 
both doctors. Elbuluk has transitioned many 
patients who failed traditional treatment to 
ruxolitnib cream and has seen success, and 
she has also seen early improvement with 
combination ruxolitinib and phototherapy. 

“Usually, when I have a patient come in 
and I tell them what they should expect with 
the use of the cream, I tell them it is better to 
use it twice a day, even though we…[know] 
that even once a day can help repigment pa-
tients,” Rosmarin said. “Twice a day certainly 
works better. I usually see patients back in 6 
months, and I don’t do any lab work before-
hand or as we’re using the ruxolitinib cream 
because from the phase 3 data, there weren’t 
significant changes in lab abnormalities.” 

Elbuluk and Rosmarin ended their 
discussion by reminding colleagues to give 
patients hope, let them know that there are 
treatment options, and referring them to a 
vitiligo specialist if they don’t feel qualified 
to treat the condition. Rosmarin added that 
it’s crucial to educate all physicians about 
the different strategies available to person-
alize treatment.
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Exploring the 
Connection Between 
IBD and Psoriasis
Crohn disease appears to be a risk factor for patients.
Ilya Petrou, MD, Sta�  Correspondent

recent study1 has con-
� rmed long-held suspi-
cions that in� ammatory 
bowel disease (IBD), par-
ticularly Crohn disease, 
is a causal risk factor for 

psoriasis and psoriatic arthritis. 
� is knowledge can be very useful 
and help clinicians optimize the 
treatment and management of 
patients with these conditions, ide-
ally in a multidisciplinary setting.

Psoriasis and IBD (includ-
ing ulcerative colitis and Crohn 
disease) are chronic and systemic 
immune-mediated in� amma-
tory conditions with a lifelong 
relapsing-remitting course. � ey 
share immune dysregulation 
in pathogenesis, determined by 
genetic predisposition and envi-
ronmental factors. Although novel 
therapies targeting pathways and 
proin� ammatory cytokines like 
IL-23 and IL-17 have proven useful, 
many unanswered questions still 
remain with respect to optimal 
treatment for these separate yet 
overlapping diseases.

Researchers recently con-
ducted a study to investigate 
the association between IBD, 
particularly ulcerative colitis and 
Crohn disease, and psoriasis and 
psoriatic arthritis. � e bidirectional 
2-sample Mendelian randomiza-
tion study was performed using sta-
tistics obtained from genome-wide 
association studies that included 
463,372 European individuals. 

In the study cohort, data showed 
that 12,822 individuals had IBD and 
5621 had psoriasis, with the propor-
tion of women ranging between 
48% and 56%. � e researchers 
found that genetically predicted 

IBD was associated with a higher 
risk for psoriasis and psoriatic 
arthritis, particularly in those with 
Crohn disease. Interestingly, it was 
found that psoriasis and psoriatic 
arthritis have no causal e� ect 
on IBD.

Irrespective of the direction 
of disease progression, therapy 
remains challenging for patients 
with IBD, psoriasis, and psoriatic 
arthritis. Biologics like the IL-17 
inhibitors have proved to be safe 
and highly useful in psoriasis 
and psoriatic arthritis but less so 
in patients with IBD, with some 
reported cases of exacerbation or 
induction of IBD. In� ammatory 
bowel disease, particularly Crohn 
disease, appears to be more com-
mon in patients with psoriasis. 
Nevertheless, it is still not known 
whether IL-17 inhibitors cause de 
novo IBD or whether reported cases 
of IBD in patients on IL-17 inhibi-
tor therapy are due to background 
risk in this predisposed popula-
tion, who may have already had a 
subclinical disease.

“One of the most important 
connections that clinicians fre-
quently talk about is that between 
giving psoriasis patients IL-17 
inhibitors and the incidence of 
them acquiring IBD. � is very real 
association essentially questions 
whether this is a causal risk or…
these…two underlying diseases…
are connected and the drug either 
had nothing to do with it or maybe 
somehow triggered it,” explained 
Peter A. Lio, MD, clinical assistant 
professor of dermatology and pedi-
atrics at Northwestern University 
Feinberg School of Medicine, in 
Chicago, Illinois.

Some clinicians believe that 
patients with IBD should not 
receive IL-17 inhibitor therapy, as 
it may cause a � are in psoriasis. 
According to Lio, however, this 
viewpoint remains controversial, 
and there are no current guidelines 
for such a scenario, leaving many 
unanswered questions for future 
studies to address. 

“It’s interesting that the study 
found the 1-directional trend 
of IBD going to psoriasis. In my 
experience, it is not unheard of 
that psoriasis patients without any 
bowel symptoms go on to develop 
bowel disease. Now, whether those 
patients already had bowel disease 
that was subclinical or there is a 
gap that clinicians may have over-
looked remains to be explored,” 
Lio added.

In his opinion, patients with 
known IBD and psoriasis are 
perfect candidates for multidisci-
plinary treatment and management 

approach that would include gas-
troenterologists and dermatologists 
working together to optimize skin 
and bowel therapies. 

“� is multispecialty approach 
will likely impact the choice of 
medication because we know 
some drugs appear to be at higher 
risk of triggering a psoriatic � are. 
Nevertheless, the collaboration 
among specialties can prove useful 
in both better understanding these 
overlapping diseases and uncover-
ing risk factors and other aspects of 
the diseases, which hopefully will 
lead to improved health outcomes,” 
Lio said.

Disclosures: 
No relevant disclosures
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or maybe somehow 
triggered it.” 
Peter  A. Lio, MD
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Psoriatic 
Arthritis 
Mutilans
Arthritis mutilans (AM), o�ten called 
resorptive arthritis, is the most severe 
and rare form of psoriatic arthritis. 
Fazila Rajab, Sta�  Correspondent

rthritis mutilans (AM) a� ects 
only about 5% to 16% of indi-
viduals, but its presentation, 
and the disease state itself, can 
be traumatizing. � e condition 
is often called opera-glass or 
chronic absorptive arthritis 
and is characterized by severe 

osteolysis of peripheral joints, often 
resulting in the shortening of digits and 
opera-glass hand deformity. It was previ-
ously believed that AM a� ected only 
hands, feet, toes, and � ngers. However, 
data shows that AM can a� ect any joint 
damaged by arthropathy,1 primarily 
a� ecting the joints of the hands and feet, 
causing severe functional impairment.2

In 2012, the Group for Research and 
Assessment of Psoriasis and Psori-
atic Arthritis (GRAPPA) described the 
disease’s speci� c features: digital tele-
scoping and shortening, pencil-in-cup 
deformities, osteolysis, and involvement 
of distal interphalangeal joints and other 
small joints of the hands.3

Clinical Presentation
Patients with AM have telescopic � ngers 
and bone edema and erosion severe 
enough that the hands appear like paws. 
� e condition initially appears at the 
metacarpophalangeal and interphalan-
geal joints. � e excess skin of the � ngers 
folds tangentially, giving an opera-glass 
appearance. As the condition progress, it 
may lead to dislocation and resorption of 
the phalanges.1

On radiographic examination, 
patients with AM frequently exhibit 
deformities, including the pencil-in-cup 

deformity, in which one end of the bone 
is worn down into the shape of a pencil 
tip, plus joint subluxation and ankyloses. 
Evidence of such comorbid conditions as 
hypertension, dyslipidemia, metabolic 
syndromes, osteoporosis, and fragil-
ity fractures, have also been found in 
patients with AM.4

Causes
AM occurs mainly in patients with pre-
existing psoriatic arthritis or advanced 
rheumatoid arthritis. However, it can also 
occur independently,1 and its exact cause 
is still unknown. 

Joints with a high in� ammatory 
burden are more likely to su� er further 
injury from mechanical stress.5 Stud-
ies have reported a link between HLA 
genes and an increased risk of AM. 
Moreover, genetic markers like HLA-B27 
and DQB1*02 have also been associated 
with AM.2

Management
As soon as the disease is diagnosed, 
immediate treatment is required to pre-
vent further erosion of the joints and sub-
sequent loss of function. When treated 
with TNF inhibitors, osteoedema can 
show dramatic improvement in the short 
term.1 Immunosuppressive medications 
like methotrexate and le� unomide help 
reduce in� ammation; a once-weekly dose 
of methotrexate at 10 to 25 mg has been 
found to be e� ective.1 Biologics, including 
IL-17 and IL-23 inhibitors, target in� am-
matory proteins, and JAK inhibitors are 
likewise approved for the condition.6 A 
study published in the Journal of Drugs in 

Dermatology found signi� cant improve-
ments in the joints and skin of patients 
with AM after treatment with etanercept 
(Enbrel), a biologic TNF inhibitor. 
However, the treatment could not undo 
pretreatment damage or deformities.7 

AM can be successfully treated with 
iliac bone grafts and arthrodesis of the 
interphalangeal and metacarpopha-
langeal joints.1 Physical therapy with 
ultraviolet light, ultrasound, cryotherapy, 
heat, electrical stimulation, and massage 
is another option that may help reduce 
joint pain and in� ammation. Joints that 
are impaired by the disease can be sup-
ported using splinting.8
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Nutritional  
Supplements to  
Treat Hair Loss
Bob Kronemyer, Staff Correspondent

umerous over-the-coun-
ter (OTC) nutritional 
supplements appear 
effective in treating hair 
loss, according to a sys-
tematic review published 

in JAMA Dermatology. 
“This review was inspired by ques-

tions from my patients,” said senior 
author Arash Mostaghimi, MD, MPH, 
MPA, assistant professor of derma-
tology at Harvard Medical School. 
“Some patients with hair loss have 
questions about whether they should 
start taking nutritional supplements 
they see in advertisements or that 
are recommended by friends and 
family. Other patients are already 
spending a lot of money on supple-
ments and wonder if they should 
continue taking them. Dermatolo-
gists are experts on pharmaceuticals 
but not on supplements and I wanted 
better answers.”

The review is the first step in 
understanding the body of evidence 
to help support dietary and nutri-
tional supplement interventions.

The authors searched the 
MEDLINE, Embase and CINAHL 
databases from inception through 
October 20, 2021, to identify articles 
written in English with original 
findings from investigations of 
dietary and nutritional interventions 
in individuals with alopecia and 
without a known baseline nutritional 
deficiency. 

All 30 articles that comprised the 
review were nutritional interventions 
(no diet-based interventions met 
inclusion criteria): 17 randomized 
clinical trials (RCTs), 11 clinical stud-
ies (non-RCT) and two case series 
studies. 

Studies of Viviscal, Nourkrin, 
Nutrafol, Lamdapil, Pantogar, capsa-
icin and isoflavone, omegas 3 and 6 
with antioxidants, apple nutraceuti-

cal, total glucosides of paeony and 
compound glycyrrhizin tablets, zinc, 
tocotrienol, and pumpkin seed oil 
demonstrated the highest-quality 
evidence for potential benefit. 

Conversely, kimchi and cheong-
gukjang, vitamin D3, and Forti5 had 
low-quality evidence for disease 
course improvement. 

Adverse events were rare and mild 
for all the supplements evaluated.

“Although the vast majority of 
supplements for hair loss have not 
been studied, I was surprised by the 
amount of data that existed, with 
varying levels of rigor or quality,” 
Mostaghimi told Dermatology Times. 
“There were some data to support 
the use of certain supplements for 
some patients.”

Based on the review, Mostaghimi 
encourages a patient who is inclined 
to take a nutritional supplement 
for hair loss to limit the choice to a 
supplement with better quality data. 
“I would then review that supple-
ment’s data with the patient and 
manage their expectations,” he said. 
“The advantage of these studies in 
large part is not just that the medica-
tion works or not, but that we have a 
clear set of potential downsides like 
abdominal pains and diarrhea. As 
a physician, my goal is to help my 
patients make better choices. This 
is possible for at least some of these 
nutritional supplements.” 

Physicians should engage in 
shared decision-making in the clini-
cal setting, according to Mostaghimi, 
director of dermatology inpatient 
consultation service at Brigham and 
Women’s Hospital in Boston. 

“Different types of hair loss were 
studied, so you cannot do head-to-
head comparisons,” he said. “Some 
of the research was for hormonal pat-
tern hair loss, while other research 
was confined to telogen effluvium.”

In addition, the evidence for these 
supplements is not nearly as rigorous 
as it is for an approved medication by 
the US Food and Drug Administra-
tion (FDA). “I do not believe we have 
enough data, even for supplements 
with higher-quality evidence, to 
say that one is better than another,” 
Mostaghimi said.

Mostaghimi noted that patients 
are seeking nutritional supplements, 
due to limited treatments for hair 
loss. “Because our pharmaceuti-
cal options are restricted, patients 
end up turning to alternative and 
complementary medications,” 
he said. “Often, the medications 
that we prescribe do not fulfill 
patients’ expectations.”

The paucity of offerings currently 
available “underscore our need as a 
field to continue to invest in under-
standing the biology of hair loss and 
creating additional solutions that 
can help patients restore their hair, 
the loss of which is a major psycho-
logical burden for many patients,” 
Mostaghimi said.

The major downside of nutritional 
supplements is economics. “These 
are typically very expensive treat-
ments, and patients pay for them on 
an ongoing basis,” Mostaghimi said. 
“Patients interpret high prices as a 
sign of high quality or better out-
comes, which is often not the case.”

Nutritional supplements can also 
interfere with blood tests or other 
laboratory tests, as has been seen 
with Biotin supplementation, while 
other supplements may interact 
with other medications and/or 
create headache, nausea, or diar-
rhea. “There definitely is a potential 

consequence to these medications,” 
Mostaghimi said.

Mostaghimi would like to see 
nutritional supplements trialed in 
larger patient populations and with 
more rigorous criteria, for both case 
definitions of participants and better 
outcome measures. “I would also 
love to see these supplements studied 
either in combination or compared 
to prescription medications,” he 
said. “However, without mandated 
FDA oversight, I do not think any 
company will take the risk and costs 
associated with doing those types 
of studies.”

Mostaghimi suspects that many 
nutritional supplements for hair loss 
would show no improvement over 
placebo if meticulous studies were 
conducted. 

“As dermatologists, it is easy for 
us to dismiss the parts of medicine 
that are adjacent as pseudoscience 
not worth our time,” he said. “But if 
our patients are focused and spend-
ing their time, money, and energy 
on supplements, it behooves us to 
try to improve our own personal 
understanding and encourage 
higher standards for evaluation of 
these interventions.”

Disclosures:
Mostaghimi has received consulting fees 
from Pfizer, Concert, Lilly, Hims and Hers, 
Equillium, AbbVie, Digital Diagnostics and 
Bioniz; also grants from Pfizer.

Reference
1. Drake L, Reyes-Hadsall S, Martinez J, et al. 
Evaluation of the safety and effectiveness of 
nutritional supplements for treating hair loss: 
a systematic review. JAMA Dermatol. Pub-
lished online November 30, 2022. doi:10.1001/
jamadermatol.2022.4867

N

“I would also 
love to see these 

supplements 
studied either in 
combination or 

compared to pre-
scription medica-

tions,”
Arash Mostaghimi, MD, 

MPH, MPA

Vi
cto

ria
St

oc
k.A

do
be

.co
m



Introducing ZORYVE, a next-generation topical PDE4i 
designed to simplify management of plaque psoriasis1-3

See the data at
zoryvehcp.com

The first and only topical PDE4i for plaque psoriasis—a once-daily 
cream without steroids for all affected areas of the body*1,3 

*Scalp excluded. Treatment of palms and soles excluded from e�  cacy analysis.

PDE4i = phosphodiesterase 4 inhibitor

References: 1. ZORVYE™. Prescribing information. Arcutis Biotherapeutics, Inc; 2022. 2. Dong C, Virtucio C, Zemska O, et al. 
Treatment of skin infl ammation with benzoxaborole phosphodiesterase inhibitors: selectivity, cellular activity, and e� ect 
on cytokines associated with skin infl ammation and skin architecture changes. J Pharmacol Exp Ther. 2016;358(3):413-422. 
3. Data on File. Arcutis Biotherapeutics, Inc.

Indication
ZORYVE is indicated for topical treatment of plaque psoriasis, including intertriginous 
areas, in patients 12 years of age and older. 

Important Safety Information
The use of ZORYVE is contraindicated in patients with moderate to severe liver 
impairment (Child-Pugh B or C).
The most common adverse reactions (≥1%) include diarrhea (3%), headache (2%), 
insomnia (1%), nausea (1%), application site pain (1%), upper respiratory tract 
infection (1%), and urinary tract infection (1%). 

Please see brief summary of full Prescribing Information for ZORYVE on the 
following page.

Actor portrayal

© 2022 Arcutis Biotherapeutics, Inc. All rights reserved. 
COM-ARQ-151-2100003 (v2.0) 08/2022

K
Job Number: 01000
Revision Nm: 1
Date: 08/04/2022

YMC006-63702  PGS 1-2



Introducing ZORYVE, a next-generation topical PDE4i 
designed to simplify management of plaque psoriasis1-3

See the data at
zoryvehcp.com

The first and only topical PDE4i for plaque psoriasis—a once-daily 
cream without steroids for all affected areas of the body*1,3 

*Scalp excluded. Treatment of palms and soles excluded from e�  cacy analysis.

PDE4i = phosphodiesterase 4 inhibitor

References: 1. ZORVYE™. Prescribing information. Arcutis Biotherapeutics, Inc; 2022. 2. Dong C, Virtucio C, Zemska O, et al. 
Treatment of skin infl ammation with benzoxaborole phosphodiesterase inhibitors: selectivity, cellular activity, and e� ect 
on cytokines associated with skin infl ammation and skin architecture changes. J Pharmacol Exp Ther. 2016;358(3):413-422. 
3. Data on File. Arcutis Biotherapeutics, Inc.

Indication
ZORYVE is indicated for topical treatment of plaque psoriasis, including intertriginous 
areas, in patients 12 years of age and older. 

Important Safety Information
The use of ZORYVE is contraindicated in patients with moderate to severe liver 
impairment (Child-Pugh B or C).
The most common adverse reactions (≥1%) include diarrhea (3%), headache (2%), 
insomnia (1%), nausea (1%), application site pain (1%), upper respiratory tract 
infection (1%), and urinary tract infection (1%). 

Please see brief summary of full Prescribing Information for ZORYVE on the 
following page.

Actor portrayal

© 2022 Arcutis Biotherapeutics, Inc. All rights reserved. 
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Brief Summary of Prescribing Information for ZORYVE™ (roflumilast) cream, for 
topical use. See package insert for full Prescribing Information.

INDICATIONS AND USAGE
ZORYVE is indicated for topical treatment of plaque psoriasis, including intertriginous areas, 
in patients 12 years of age and older.

DOSAGE AND ADMINISTRATION
Apply ZORYVE to affected areas once daily and rub in completely. Wash hands after 
application, unless ZORYVE is for treatment of the hands.

ZORYVE is for topical use only and not for ophthalmic, oral, or intravaginal use.

CONTRAINDICATIONS
The use of ZORYVE is contraindicated in the following condition:

• Moderate to severe liver impairment (Child-Pugh B or C)

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.

In two multicenter, randomized, double-blind, vehicle-controlled trials (DERMIS-1 and 
DERMIS-2), 881 subjects 2 years of age or older with plaque psoriasis were treated with 
ZORYVE or vehicle once daily for 8 weeks.

The median age was 47 years (range 6 to 88). The majority of the subjects were male 
(64%) and White (82%). The median body surface area (BSA) affected was 5.5% (range 
2% to 20%).

The proportion of subjects who discontinued treatment due to adverse reaction was 1.0% 
for subjects treated with ZORYVE and 1.3% for subjects treated with vehicle. The most 
common adverse reactions that led to discontinuation of ZORYVE was application site 
urticaria (0.3%).

Table 1 presents adverse reactions that occurred in at least 1% of subjects treated with 
ZORYVE, and for which the rate exceeded the rate for vehicle.

Table 1. Adverse Reactions Reported in ≥1% of Subjects Treated with ZORYVE for 
8 Weeks

Adverse Reaction
ZORYVE  
(N=576)  

n (%)

Vehicle  
(N=305)  

n (%)

Diarrhea 18 (3.1) 0 (0.0)

Headache 14 (2.4) 3 (1.0)

Insomnia 8 (1.4) 2 (0.7)

Nausea 7 (1.2) 1 (0.3)

Application site pain 6 (1.0) 1 (0.3)

Upper respiratory tract infection 6 (1.0) 1 (0.3)

Urinary tract infection 6 (1.0) 2 (0.7)

In 594 subjects who continued treatment with ZORYVE for up to 64 weeks in open-label 
extension trials, the adverse reaction profile was similar to that observed in vehicle-
controlled trials.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary

There are no randomized clinical trials of oral or topical roflumilast in pregnant women. In 
animal reproduction studies, roflumilast administered orally to pregnant rats and rabbits 
during the period of organogenesis produced no fetal structural abnormalities at doses up 
to 9 and 8 times the maximum recommended human dose (MRHD), respectively. 
Roflumilast induced post-implantation loss in rats at oral doses greater than or equal to 
3 times the MRHD. Roflumilast induced stillbirth and decreased pup viability in mice at oral 
doses 5 and 15 times the MRHD, respectively. Roflumilast has been shown to adversely 
affect pup post-natal development when dams were treated with an oral dose 15 times the 
MRHD during pregnancy and lactation periods in mice.

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.

Clinical Considerations

Labor and delivery
ZORYVE should not be used during labor and delivery. There are no human studies that have 
investigated effects of ZORYVE on preterm labor or labor at term; however, animal studies 
showed that oral roflumilast disrupted the labor and delivery process in mice.

Data

Animal data
In an embryo-fetal development study, pregnant rats were dosed orally during the period 
of organogenesis with up to 1.8 mg/kg/day roflumilast (9 times the MRHD on a mg/m2 
basis). No evidence of structural abnormalities or effects on survival rates were observed. 
Roflumilast did not affect embryo-fetal development at a maternal oral dose of 0.2 mg/kg/day 
(equivalent to the MRHD on a mg/m2 basis).

In a fertility and embryo-fetal development study, male rats were dosed orally with up to 
1.8 mg/kg/day roflumilast for 10 weeks and females for 2 weeks prior to pairing and 
throughout the organogenesis period. Roflumilast induced pre- and post-implantation loss 
at maternal oral doses greater than or equal to 0.6 mg/kg/day (3 times the MRHD on a 
mg/m2 basis). Roflumilast did not cause fetal structural abnormalities at maternal oral 
doses up to 1.8 mg/kg/day (9 times the MRHD on a mg/m2 basis).

In an embryo-fetal development study in rabbits, pregnant does were dosed orally with 
0.8 mg/kg/day roflumilast during the period of organogenesis. Roflumilast did not cause 
fetal structural abnormalities at the maternal oral doses of 0.8 mg/kg/day (8 times the 
MRHD on a mg/m2 basis).

In pre- and post-natal developmental studies in mice, dams were dosed orally with up to 
12 mg/kg/day roflumilast during the period of organogenesis and lactation. Roflumilast 
induced stillbirth and decreased pup viability at maternal oral doses greater than 2 mg/kg/day 
and 6 mg/kg/day, respectively (5 and 15 times the MRHD on a mg/m2 basis, respectively). 
Roflumilast induced delivery retardation in pregnant mice at maternal oral doses greater 
than 2 mg/kg/day (5 times the MRHD on a mg/m2 basis). Roflumilast decreased pup 
rearing frequencies at a maternal oral dose of 6 mg/kg/day during pregnancy and lactation 
(15 times the MRHD on a mg/m2 basis). Roflumilast also decreased survival and forelimb 
grip reflex and delayed pinna detachment in mouse pups at a maternal oral dose of  
12 mg/kg/day (29 times the MRHD on a mg/m2 basis).

Lactation
Risk Summary

There is no information regarding the presence of ZORYVE in human milk, the effects 
on the breastfed infant, or the effects on milk production.

Roflumilast and/or its metabolites are excreted into the milk of lactating rats. When a drug 
is present in animal milk, it is likely that the drug will present in human milk. The 
developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for ZORYVE and any potential adverse effects on the breastfed 
infant from ZORYVE or from the underlying maternal condition.

Clinical Considerations

To minimize potential exposure to the breastfed infant via breast milk, use ZORYVE 
on the smallest area of skin and for the shortest duration possible while breastfeeding. 
Advise breastfeeding women not to apply ZORYVE directly to the nipple and areola to 
avoid direct infant exposure.

Data

Animal data
Roflumilast and/or its metabolite concentrations measured 8 hours after an oral dose of 
1 mg/kg given to lactating rats were 0.32 and 0.02 mcg/g in the milk and pup liver, 
respectively.

Pediatric Use
The safety and effectiveness of ZORYVE have been established in pediatric patients 
ages 12 years and older for the treatment of plaque psoriasis. Use of ZORYVE in this age 
group is supported by data from two 8-week vehicle-controlled safety and efficacy trials 
which included 14 adolescent patients aged 12 to 17 years, of whom 8 received ZORYVE. 
Eighteen adolescent patients were treated with ZORYVE in open-label trials of 2- and 
24-weeks duration. The adverse reaction profile was similar to that observed in adults.

The safety and effectiveness of ZORYVE in pediatric patients below the age of 12 years 
have not been established.

Geriatric Use
Of the 881 subjects with psoriasis exposed to ZORYVE or vehicle for up to 8 weeks in 
2 controlled clinical trials, 106 were 65 years of age or older. No overall differences in 
safety or effectiveness were observed between these subjects and younger subjects. 
Other reported clinical experience has not identified differences in responses between the 
geriatric and younger patients, but greater sensitivity of some older individuals cannot be 
ruled out. Based on available data for roflumilast, no adjustment of dosage in geriatric 
patients is warranted.

Hepatic Impairment
Oral roflumilast 250 mcg once daily for 14 days was studied in subjects with hepatic 
impairment. The AUC and Cmax values of roflumilast and roflumilast N-oxide were increased 
in subjects with moderate (Child-Pugh B) hepatic impairment. ZORYVE is contraindicated 
in patients with moderate to severe liver impairment (Child-Pugh B or C).

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

© 2022 Arcutis Biotherapeutics, Inc. All rights reserved.
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Say No to Nasal 
Tanning Sprays
Ilya Petrou, MD, Sta�  Correspondent

n increasingly popular fashion trend, nasal tanning sprays 
purportedly give users the deeper tanning e� ect they desire. 
However, this unregulated and illegal, yet easily accessible, 
tanning technique can be very dangerous, and potential  
users need to be strongly dissuaded from employing them.

Because these sprays have recently 
become very popular on social media,  
dermatologists and other health care 
professionals have found it necessary 
to dissuade people from using them. 
Nasal tanning sprays contain melanotan 
II, a synthetic analogue of melanocyte-
stimulating hormone (MSH), which mimics 
the body’s naturally produced hormone, 
resulting in melanogenesis.

“At a theoretical level, if you overstimu-
late the melanocytes, there could be a 
theoretical association to melanoma or 
increase in moles of the individual. This 
is just one of many reasons why I would 
not recommend nasal tanning sprays 
and melanotan II to anyone” said Pedram 
Gerami, MD, director of the Skin Cancer 
Institute of Northwestern Medicine, in 
Chicago, Illinois.

A�ter being inhaled through the nose, 
melanotan II is activated by a brief ex-
posure to ultraviolet light. The “tanning 
drug” is said to induce a general darkening 
of the skin and can also stimulate mole 
formation or a darkening of   
preexisting moles.

“Melanotan II is not a regulated sub-
stance, and there is no o�  cial health body 
that oversees how it is put together or the 
safety of it. No credible tests have been 
performed to validate its safety so far, and 
for that reason, it remains illegal…in the 
US, UK and Australia,” Gerami said.

Some studies that have looked at the 
formulation of melanotan II have shown 
signifi cant inconsistencies in the amount 
of melanotan II contained in each batch, 
undermining the product’s safety. 

Many individuals have experienced 
 gastrointestinal  symptoms a�ter use, 

including decreased appetite, diarrhea, 
vomiting and nausea, as well as a changing 
and/or darkening of existing moles. Other 
severe adverse e� ects reported include 
priapism, renal infarction, and rhabdomy-
olysis. 

Another ingredient in these sprays is 
dihydroxyacetone, a substance that can 
combine with certain amino acids (the 
building blocks of proteins that are pres-
ent in melanocytes) to help darken the 
skin. Dihydroxyacetone itself can cause 
free radicals to form. According to Gerami, 
there is literature to support the view that 
free radicals can cause premature aging 
and cancer. 

“As far as cancer, there have been 
sporadic cases of individuals reporting 
a combined onset of melanoma while…
using the nasal tanning spray. This could 
have been a coincidence as well, but the 
theoretic risk is there. It has never been 
studied that it wouldn’t cause melanoma, 
underscoring the danger of nasal tanning 
sprays. Getting a better tanning e� ect sim-
ply does not outweigh the potential risks,” 
Gerami said. 

The use of tanning beds and ultraviolet 
exposure has long been known to carry a 
high-risk of skin cancer, and nasal tanning 
sprays cannot be responsibly recommend-
ed. For those individuals who are intent on 
having darker skin, Gerami suggests topi-
cal tanning sprays or lotions as the safer 
solutions currently available.

Disclosures: 
None relevant

A

Interested in more content like 
this? Subscribe today!

“Melanotan II is not a 
regulated substance, 
and there is no offi  -

cial health body that 
oversees how it is put 
together or the safety 
of it. No credible tests 

have been performed to 
validate its safety so far, 

and for that reason, it 
remains illegal…in the 
US, UK, and Australia.” 

Pedram Gerami, MD
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Will Kirby, DO, FAOCD; 
Talks With Dustin 
Portela, DO, FAAD
Two clinicians discuss TikTok, what being 
a KOL really means, and the biggest 
aesthetic myth in the industry right now.

DP: I became fascinated with dermatol-
ogy as a college student when I shadowed 
a Mohs surgeon. Seeing the art of facial 
reconstruction sparked my interest in 
aesthetics, and as I entered residency that 
spark blossomed into a passion.

WK: What obstacles did you have to over-
come on your journey?

DP: My � rst job out of residency was a 
disaster. I had purchased a house, re� -
nanced my student loans, and put down 
roots for my family in a new community, 
and I found myself giving notice to leave 
my � rst job after the � rst 2 months! I pan-
icked, but it had to be done. � e situation 
caused me to work diligently to establish 
my own practice with a determination 
to succeed.

WK: And is that how you � rst got started with 
social media?

DP: [My involvement with] social media 
started as a way to bring patients to 
my clinic. It was a startup clinic after 
abruptly leaving my � rst job. Initially, 
I had great success when I hired a local 
in� uencer to attend my grand opening. I 
saw that her in� uence brought in dozens 
of new patients, and I decided to attempt 
it myself. I began to research and learn 
how to be successful on the various social 
platforms, and the book Crushing It by 
Gary Vaynerchuck taught me the value of 
building a personal brand through social 
media. It took some trial and error to get 

my groove, but eventually success started 
to come.

WK: Which platform is currently the 
most coveted?

DP: I really got my start through TikTok, 
and that remains my most popular plat-
form. Currently, I have 2.2 million follow-
ers on TikTok, with my top videos reaching 
over 30 million views.

WK: When did you realize that you were one 
of, if not the, most in� uential dermatologist 
in the world?

DP: I knew that I was one of the biggest 
dermatologists on TikTok after I’d been 
on the platform for about a year. However, 
it wasn’t until an article was published in 
the Journal of the American Academy of 
Dermatology, when I saw my name next 
to [that of] Dr Sandra Lee (aka Dr Pimple 
Popper), that I realized I had made great 
strides in becoming an in� uential derma-
tologist 

WK: Not to take anything away from Dr Lee 
because she is clearly a marketing genius, 
but I wonder if you are being too humble. 
One might argue that the scope of your skin-
care advice is much wider and thus more 
meaningful. Now, what advice do you have 
for fellow dermatologists who may want to 
build their own social media presence?

DP: � ere is a temptation to wait until 
you have perfected the art of creating 

Dr Dustin Portela is a board-certi� ed derma-
tologist and Mohs micrographic surgeon. He 
completed a dermatology residency in 2017 at 
Michigan State University Beaumont Hospital in 
Trenton, Michigan. In 2018 he founded Treasure 
Valley Dermatology, the premier dermatology 
practice in the Boise, Idaho, area. He has a pas-
sion for preventive medicine and has taken that 
passion online, where he teaches his millions of 
social media followers to take better care of their 
skin and overall health and, in particular, to 
prevent skin cancer.

Will Kirby: Dr Portela, you are very well 
known in the dermatology community 
because of your branding, marketing, and 
social media acumen, but let’s go back a bit. 
Can you tell us a little about your backstory?

Dustin Portela: I grew up in a small Idaho 
farming community, where my father 
was a science teacher at the local high 
school. At an early age, he instilled in me 
a curiosity and love for science and the 
health professions. I attended Idaho State 
University and graduated in the honors 
program with a bachelor’s in zoology on 
my way to Des Moines University in Iowa 
for medical school.

WK: And what, speci� cally, led you to a 
career in dermatology?
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videos. Many wait until they feel comfortable on 
camera, have better lighting, or better sound. 
The reality is that if you wait until you think it 
will be perfect, you will never start. The most 
important thing is to just begin. Publish that first 
video, podcast, post, or blog. Allow your content 
to evolve as you learn, but you must get started 
today. In short, you don’t have to be perfect, you 
just have to start.

WK: I frequently hear of dermatologists grumbling 
about other dermatologists or non-dermatologists 
giving skincare advice on social media. Personally, 
I believe that everyone should have a voice, and I 
feel that the best way to combat misinformation is 
with robust education. But I’m curious about where 
you stand on this hot topic.

DP: I’m sure there are always times when we wish 
we could be the only ones that could control the 
flow of skincare information. Although I’ve seen 
plenty of misinformation about skin health, I 
maintain that everyone should be able to share 
their knowledge and viewpoints. There are plenty 
of dermatologists who were against me and other 
dermatologist influencers for being on social 
media in the first place. The reality is that many 
non-dermatologist influencers are knowledge-
able and have valuable personal insights to 
share. As dermatologist-influencers bridge the 
gap between science and skincare, we enhance 
the conversation and can provide gentle course 
correction to influencers when needed if we 
foster good relationships with them. I believe 
anyone with a desire to share their point of view 
should do so, and I encourage them to work hard 
to be knowledgeable in the subject.

WK: Very well put. What resources (technology, 
human resources, staff education, marketing, etc) 
should aesthetic providers invest in right now?

DP: Subscriptions seems to be the model of most 
successful business right now. Finding software 
that allows patients to be on a subscription with 
the office to prepay for services will be increas-
ingly valuable, in my opinion. These solutions 
can track patient purchases, allow targeted 
advertising, and reward your most loyal patients.

WK: What aesthetic patient demographic do you 
believe is the most coveted?

DP: The early retirees are the most coveted, in my 
opinion. They often have the additional income 
that allows them to pursue aesthetic treatments. 
In addition, with expert work you can make big 
improvements in their appearance, where the 
patient and the doctor can have a great deal 
of satisfaction.

WK: Telehealth exploded during the pandemic. Is it 
here to stay?

DP: Telehealth is here to stay. It has become a 
competitive landscape now, and we are seeing a 
lot of technological innovation to make the sys-
tems better for patients and providers.

WK: What keeps you up at night?

DP: Currently, I worry about staffing issues in my 
clinic. We have great assistants and nurses, and 
the cost of living and their demand for raises, 
which they need, are causing strain on offices, 
which are seeing overhead go up while reim-
bursements remain flat or decline.

WK: What is the biggest myth in the 
aesthetic industry?

DP: I think many young physicians believe they 
need to buy many devices to be competitive. This 
is not the case. We started with neurotoxin, small 
orders of dermal fillers, and microneedling. We 
didn’t purchase a laser for over a year, but at that 
time we had a great following of patients who 
trusted us. Importantly, we didn’t overextend 
our finances during the critical startup period. 
We became very good at the limited services we 
offered and only added as we were able to.

WK: Why are we seeing so many new aesthetic prod-
ucts fail to launch properly?

DP: In my opinion, some companies see clinics 
only as a revenue source, rather than true part-
ners in innovation and patient treatment. This 
has led them to disparage doctors at their sales 
meetings, overcharge them for devices, and con-
tinue to squeeze them on overpriced consum-
ables. It doesn’t take long for these companies, 
or the reps who employ dishonest tactics, to no 
longer be trusted when future innovations are 
brought to market.

WK: A related topic is the physicians that com-
panies repeatedly employ. Rather than merit-
based promotion, our industry, through “KOLs,” 
[key opinion leaders] seems to propagate 
nepotism and cronyism that, one might argue, 
undermine credibility and integrity. The good 
news is that our industry seems to be slowly 
starting to hold physician spokespersons more 
accountable when they make bad endorse-
ments. But what can we do to break that vicious 
cycle even faster?

DP: I find that many aesthetic companies prom-
ise the title of KOL to young physicians with 
the purchase of a device. This is often a ploy 
to stroke the ego of the provider while getting 
them to overpay for a device. If companies want 
to recruit new KOLs, they truly need to support 
young physicians to participate in the studies, to 
pay more competitively for real KOL activities, 
and make the title mean something. I think a 

good solution could be a mentorship program 
[that] matches promising young physicians with 
revered thought leaders to foster their growth 
and expertise.

WK: With so much confusion in the industry, where 
do you go for trusted aesthetic information?  DP: 
I absolutely love the time-honored tradition of 
teaching and mentoring our fellow health care 
providers. 

DP: I absolutely love the time-honored tradition 
of teaching and mentoring our fellow health 
care providers.

WK: What advice do you have for colleagues to 
avoid burnout?

DP: Set boundaries for your personal time. 
You don’t have to squeeze in every patient or 
every staff treatment. Make sure you are car-
ing for yourself in meaningful ways. This can 
be hard for many of us as Type A overachiev-
ers, and I think we often learn this lesson the 
hard way.

WK: What advice do you have for someone who 
wants to enter the field but doesn’t know where 
to start?

DP: Don’t take shortcuts to training. The money 
will come, but you must make sure you are 
confident in treating a patient safely and are pre-
pared to manage any complications. If you take 
shortcuts to obtain meaningless certificates at 
mediocre conferences, you will not be prepared 
to give your patients the best.

WK: As a well-known expert in our industry, you 
are in a powerful position, people respect you 
and look to you to lead. If you could inspire a 
movement, what would it be?

DP: Aesthetic medicine is not just superficial. 
I’m passionate about improving the health of 
patients on the inside and out and love coun-
seling patients on better sleep, nutrition, and 
fitness protocols to look and feel their best. I’d 
love to see more of an emphasis on improved 
metabolic health.

WK: What does your aesthetic legacy look like?

DP: I would like to be seen as a leader who not 
only led in aesthetics, but in the overall health 
optimization of patients.

WK: Dr Portela, we so greatly appreciate your time 
and thoughtful answers. How can readers get more 
expert information from you?

DP: I’m all over social media! My handles are 
all @drdustinportela.
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C R E A T E D  A N D  F U N D E D  B Y  L E O  P H A R M A  I N C .

INDICATION AND IMPORTANT SAFETY INFORMATION

INDICATION
ADBRYTM (tralokinumab-ldrm) injection is indicated for the treatment of moderate-to-se-

vere atopic dermatitis in adult patients whose disease is not adequately controlled with topical 
prescription therapies or when those therapies are not advisable.  ADBRY can be used with or 
without topical corticosteroids.

IMPORTANT SAFETY INFORMATION

CONTRAINDICATION
 ɋ ADBRY is contraindicated in patients who have known hypersensitivity to 

tralokinumab-ldrm or any excipients in ADBRY. 
Please see additional Important Safety Information and Brief Summary of  
Prescribing Information on the following pages.

A topic dermatitis (AD) arises from a complex pathophysiology, including 
environmental factors, genetic influences, acute and chronic inflammation, 
dysbiosis, and a perpetual itch-scratch cycle.1-3 Several Th2 cytokines, 

including interleukin IL-13 are drivers of inflammation in AD.4,5,6 IL-13 in particular, 
can offer a vital point of intervention for management of this chronic disease.5 

“As an integral part of the Th2 pathway that is central to the pathogenesis of 
AD, targeting IL-13 has been shown to help reduce clinical and molecular hallmarks 
of AD,” said Andrew F. Alexis, MD, MPH, Professor of Clinical Dermatology, 
Weill Cornell Medicine. “In my experience as a healthcare professional, I have 
seen patients who suffer from inadequate disease control experience meaningful 
improvements in their AD with the use of targeted treatments.”

Unmet Need in AD
More than half of AD patients worry over an impending flare, yet nonadherence 

to treatment plans is common, suggesting there is a need for improvement. There 
have been developments in the understanding of factors playing a role in the 
immune and inflammatory processes underlying AD signs and symptoms that will 
help improve the treatment landscape. 7-10  

“AD is a persistent, unpredictable disease,” said Dr. Alexis. “Many adults with 
AD have difficulty maintaining adequate disease control, struggling with skin 
lesions and itching. There is a need for additional treatments when topical Rx 
therapies only go so far.”

Andrew F. Alexis, M.D., MPH
Professor of Clinical Dermatology

Weill Cornell Medicine 
Dr. Alexis is an ECZTRA 3 clinical trial investigator and 

paid consultant of LEO Pharma Inc. 

IL-13: a driver of inflammation in atopic dermatitis. 

Adbry selectively inhibits IL-13 interaction with the type II receptor 
complex (IL-13Rα1/IL-4Rα), preventing IL-13–induced inflammatory 

responses in the skin.

A Treatment That Exclusively Targets IL-13
Adbry™ (tralokinumab-ldrm), which received U.S. Food 

and Drug Administration (FDA) approval in December 
2021, is the first and only biologic developed to specifically 
target and neutralize IL-13.5,11 Adbry is a fully human, 
high-affinity monoclonal antibody that selectively inhibits 
IL-13 interaction with the type II receptor complex, preventing IL-13-induced 
inflammatory responses in the skin.12 It is indicated for the treatment of adults with 
moderate-to-severe AD whose disease is not adequately controlled with topical 
prescription therapies or when those therapies are not advisable.  Adbry, which 
is not a steroid or an immunosuppressant, can be used with or without topical 
corticosteroids (TCS) and has no boxed warning in the Prescribing Information.11

Given the promise of IL-13-specific inhibition, a 
biologic treatment that specifically targets this cytokine 
helps adult patients with AD and their clinicians see 
lasting disease control. 

“We are fortunate to have proven targeted treatment 
options for patients with AD that provide long-term 
control and disease management, allowing clinicians to 
address challenges patients may be having with their AD,” 
said Dr. Alexis.

A Highly Targeted Approach 
to Treating Atopic Dermatitis
A treatment that specifically targets IL-13 offers clinicians a way 
to help adult patients with moderate-to-severe disease
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Long-Term Efficacy and Safety 
Clinical trials have also evaluated long-term efficacy and safety of Adbry to help 

patients and clinicians achieve lasting disease control. According to clinical trial results: 

 ɋ Nearly 9 out of 10 responders at Week 16 treated with Adbry Q2W 
plus TCS as needed experienced lasting disease control at Week 32* 
as reported in ECZTRA 3.11*§

 ɋ More than half of responders at Week 16 treated with Adbry Q2W 
maintained IGA 0/1 and EASI-75 at Week 52, without any TCS use in 
a pooled analysis of ECZTRA 1 and 2 trial data.14*^

Adbry demonstrated long-term safety in five extensive clinical trials through 52 
weeks. In ECZTRA 1, 2 and ECZTRA 3, the most common adverse events with Adbry 
(incidence ≥1% and greater than placebo) at Week 16 were upper respiratory tract 
infections (mainly reported as common cold), conjunctivitis, injection site reactions, 
and eosinophilia.11 In ECZTRA 1 and ECZTRA 2, the frequency of adverse reactions 
during maintenance treatment with Adbry 300 mg Q2W and Q4W, respectively, 
was 44% and 34%; in ECZTRA 3, it was 43% and 26%, respectively, with Adbry 300 
mg Q2W and Q4W plus TCS as needed.11 In a pooled analysis of five trials, the 
incidence of conjunctivitis was 7.5% for Adbry (n=1,582) vs 3.1% for placebo in 
the initial treatment period up to Week 16.11 Two cases of conjunctivitis led to 
discontinuation.14

Adbry is the only biologic for AD with a reduced maintenance dosing option, 
providing the flexibility to treat with Q2W or Q4W dosing after 16 weeks of 
treatment for patients achieving clear or almost clear skin, and who are less than 100 
kg.11 To date, Adbry has been prescribed to more than 6,500 appropriate patients in 
the U.S.

Discover why Adbry can be your first-choice biologic for 
moderate-to-severe AD when topical Rx therapies only go so far.  
For additional information, visit https://www.adbryhcp.com/.

* Subjects who received rescue treatment or with missing data were considered 
non-responders.

§ Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or 
EASI-75 at Week 16. At Week 16, responders were re-randomized to Adbry 300 mg Q2W 
plus TCS or Adbry Q4W plus TCS for another 16 weeks.

^ Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or 
EASI-75 at Week 16. At Week 16, responders were re-randomized to Adbry 300 mg Q2W, 
Adbry Q4W, or placebo every other week for another 36 weeks.

With FDA approval of Adbry, clinicians and adult patients have a targeted biologic treatment 
option for the management of this chronic disease. It has demonstrated visible improvements in 
skin lesions and itch relief among patients in clinical trials at Week 16.5,11 

Adbry was evaluated in three robust pivotal trials in nearly 2,000 adult patients with moderate-
to-severe AD. Its approval was based on safety and efficacy results from the pivotal Phase 3 ECZTRA 
1 and 2 monotherapy trials and ECZTRA 3 combination therapy with concomitant TCS as needed 
trial. In all three pivotal trials, Adbry 300 mg Q2W alone or with TCS as needed met the primary 
endpoints at Week 16, as measured by an Investigator Global Assessment score of clear or almost 
clear skin (IGA 0/1) or at least a 75% improvement in the Eczema Area and Severity Index score 
(EASI-75). Improvements in the secondary endpoint of itch reduction (≥4-point reduction in Worst 
Daily Pruritus NRS weekly average) also were observed at Week 16:11

 ɋ IGA 0/1: In ECZTRA 1 and 2, respectively, 16% and 21% of patients treated with Adbry 300 
mg Q2W achieved IGA 0/1 at Week 16 vs 7% and 9% with placebo (P=0.002 and P<0.001, 
respectively). In ECZTRA 3, 38% of patients treated with Adbry 300 mg Q2W plus TCS 
achieved IGA 0/1 at Week 16 vs 27% with placebo plus TCS (P=0.033).13,14* 

 ɋ EASI-75: In ECZTRA 1 and 2 respectively, 25% and 33% of patients treated with Adbry 
300 mg Q2W achieved EASI-75 at Week 16 compared with 13% and 10% (P<0.001 for 
both trials). In ECZTRA 3, 56% of patients treated with Adbry 300 mg Q2W plus TCS 
achieved EASI-75 at Week 16 vs 37% of patients with placebo plus TCS (P<0.001).13,14*

 ɋ Worst Daily Pruritus NRS (weekly average): In ECZTRA 1 and 2, respectively, 20% 
and 25% of patients treated with Adbry 300 mg Q2W experienced itch reduction 
at Week 16 vs 10% and 9% with placebo (P=0.002 and P<0.001, respectively). In 
ECZTRA 3, 46% of patients treated with Adbry 300 mg Q2W plus TCS experienced 
itch reduction at Week 16 vs 35% with placebo plus TCS (P=0.039).13,14*

Example improvement in EASI from baseline to Week 16 in patient 
receiving Adbry in ECZTRA 2. Individual results may vary.

IMPORTANT SAFETY INFORMATION CONTINUED

WARNINGS AND PRECAUTIONS
 ɋ Hypersensitivity:  Hypersensitivity reactions, including anaphylaxis and angioedema have 

occurred after administration of ADBRY.  If a serious hypersensitivity reaction occurs, discontinue 
ADBRY immediately and initiate appropriate therapy.

 ɋ Conjunctivitis and Keratitis:  Conjunctivitis and keratitis occurred more frequently in atopic der-
matitis subjects who received ADBRY.  Conjunctivitis was the most frequently reported eye disor-
der.  Advise patients to report new onset or worsening eye symptoms to their healthcare provider.

 ɋ Parasitic (Helminth) Infections:  Treat patients with pre-existing helminth infections before 
initiating treatment with ADBRY.  If patients become infected while receiving ADBRY and do not 
respond to antihelminth treatment, discontinue treatment with ADBRY until the infection resolves.

 ɋ Risk of Infection with Live Vaccines:  ADBRY may alter a patient’s immunity and increase the 
risk of infection following administration of live vaccines.  Prior to initiating therapy with ADBRY, 
complete all age appropriate vaccinations according to current immunization guidelines.  Avoid use 
of live vaccines in patients treated with ADBRY.  Limited data are available regarding coadministra-
tion of ADBRY with non-live vaccines.

ADVERSE REACTIONS
 ɋ The most common adverse reactions (incidence ≥1%) are upper respiratory infections, conjunctivi-

tis, injection site reactions, and eosinophilia.

USE IN SPECIFIC POPULATIONS
 ɋ Pregnancy:  There are limited data from the use of ADBRY in pregnant women to inform a drug-as-

sociated risk of adverse developmental outcomes.  Human IgG antibodies are known to cross the 
placental barrier; therefore, ADBRY may be transmitted from the mother to the developing fetus.

 ɋ Lactation:  There are no data on the presence of tralokinumab-ldrm in human milk, the effects on 
the breastfed infant, or the effects on milk production.  Maternal IgG is present in breast milk.  The 
effects of local gastrointestinal exposure and limited systemic exposure to ADBRY on the breastfed 
infant are unknown.

 ɋ Pediatric Use:  The safety and effectiveness of ADBRY have not been established in pediatric 
patients.

Information for Colorado Prescribers. Pursuant to Colorado law, the wholesale acquisition cost infor-
mation for Adbry is available at: https://www.leo-pharma.us/therapeutic-expertise/our-products.



PATIENTS EXPERIENCED LASTING IMPROVEMENT FOR UP TO 52 WEEKS WITH ADBRY 1-4

Adbry—for lasting control and itch relief1

IMPORTANT SAFETY INFORMATION (cont’d)
USE IN SPECIFIC POPULATIONS
• Pregnancy: There is a pregnancy exposure registry that monitors pregnancy outcomes in 

women exposed to ADBRY during pregnancy. Healthcare providers are encouraged to register 
pregnant patients, or pregnant women may enroll themselves in the registry by calling 
1-877-311-8972 or visiting https://mothertobaby.org/ongoing-study/adbry-tralokinumab/. 
There are limited data from the use of ADBRY in pregnant women to inform a 
drug-associated risk of adverse developmental outcomes. Human IgG antibodies are known 
to cross the placental barrier; therefore, ADBRY may be transmitted from the mother to the 
developing fetus.

• Lactation: There are no data on the presence of tralokinumab-ldrm in human milk, the 
effects on the breastfed infant, or the effects on milk production. Maternal IgG is present 
in breast milk. The effects of local gastrointestinal exposure and limited systemic 
exposure to ADBRY on the breastfed infant are unknown.

The only biologic to 
exclusively target IL-13

Visible Skin Clearance and Itch 
Relief With Adbry at Week 16

ADBRY MONOTHERAPY COMBINATION THERAPY

ECZTRA 1 ECZTRA 2 ECZTRA 3
Adbry 300 mg Q2W placebo Adbry 300 mg Q2W placebo Adbry 300 mg  Q2W+TCS placebo+TCS

No. of patients randomized and dosed (FAS)* 601 197 577 193 243 123

IGA†‡§ 16% vs 7% (P=0.002) 21% vs 9% (P=0.001) 38% vs 27% (P=0.033)

EASI-75‡§ 25% vs 13% (P=0.001) 33% vs 10% (P=0.001) 56% vs 37% (P=0.001) 
No. of patients with baseline Worst Daily 
Pruritus NRS (weekly average) score ≥4 594 194 563 193 240 123

Worst Daily Pruritus NRS
(≥4 point reduction)‡§ 20% vs 10% (P=0.002) 25% vs 9% (P=0.001) 46% vs 35% (P=0.039) 

*Full Analysis Set (FAS) includes all subjects randomized and dosed. 
  †Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”).

EASI=Eczema Area and Severity Index; IGA=Investigator’s Global Assessment; NRS=Numeric Rating Scale; TCS=topical corticosteroids.

‡ Subjects who received rescue treatment or with missing data at 16 weeks were considered as nonresponders.
§ Percentage of patients who achieved response. 

ECZTRA 3        Adbry Q2W+TCS as needed Percentage of patients who maintained response at Week 32

92% EASI-75
(60/65) 89% IGA 0/1

(40/45)

NEARLY 9 OUT OF 10 RESPONDERS AT WEEK 16 EXPERIENCED LASTING DISEASE CONTROL 
AT WEEK 32 WITH ADBRY 300 MG Q2W+TCS AS NEEDED1*‡ 

Week 16 Week 32

More than half of responders at Week 16 maintained response at Week 52 with Adbry Q2W 
monotherapy, without any TCS use1†‡:
• ECZTRA 1: IGA 0/1 and EASI-75 response was maintained by 51% (20/39) and 60% (28/47) of patients on Adbry Q2W, 

respectively; 47% (9/19) and 33% (10/30) of patients on placebo maintained response
• ECZTRA 2: IGA 0/1 and EASI-75 response was maintained by 60% (32/53) and 57% (43/76) of patients on Adbry Q2W, 

respectively; 23% (6/26) and 20% (8/40) of patients on placebo maintained response

Study designs1,2,4  
The efficacy and safety of Adbry were assessed in 3 randomized, double-blind, placebo-controlled trials with a total of 1934 patients 18 years of age 
and older, with moderate-to-severe atopic dermatitis not adequately controlled by topical medications. In ECZTRA 1, 2, and 3, subjects received 
subcutaneous injections of Adbry 600 mg or placebo on Day 0, followed by Adbry 300 mg or placebo Q2W for 16 weeks. In ECZTRA 3, patients received 
concomitant TCS as needed (mometasone furoate 0.1% cream was dispensed at each dosing visit). ECZTRA 1, 2, and 3 assessed the primary endpoints 

of the proportion of subjects with an IGA 0 or 1 at Week 16 and the proportion of subjects with EASI-75 at Week 16. Secondary endpoints included 
the reduction of Worst Daily Pruritus NRS (weekly average) of at least 4 points on the 11-point itch NRS from baseline to Week 16. 

At Week 16, patients with an IGA 0/1 or EASI-75 response were re-randomized to Adbry Q2W, Q4W, or placebo for 
another 36 weeks (ECZTRA 1, 2) and Q2W or Q4W for another 16 weeks (ECZTRA 3).

*Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1 
or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W with TCS or Adbry Q4W with TCS for another 16 weeks.

 †Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1 
   or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W, Adbry Q4W, or placebo Q2W for another 36 weeks.

 ‡Subjects who received rescue treatment or with missing data were considered as nonresponders.

Not an  actual  
patient. Individual 
results may vary.

The first and only biologic to specifically target and neutralize IL-131

INDICATION
ADBRY™ (tralokinumab-ldrm) is indicated for the treatment of moderate-to-severe atopic dermatitis in  
adult patients whose disease is not adequately controlled with topical prescription therapies or when those  
therapies are not advisable. ADBRY can be used with or without topical corticosteroids.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATION  
•  ADBRY is contraindicated in patients who have known hypersensitivity to tralokinumab-ldrm or any excipients in ADBRY.

WARNINGS AND PRECAUTIONS
•  Hypersensitivity: Hypersensitivity reactions, including anaphylaxis and angioedema have occurred after administration  

of ADBRY. If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately and initiate appropriate therapy.
•  Conjunctivitis and Keratitis: Conjunctivitis and keratitis occurred more frequently in atopic dermatitis subjects who received 

ADBRY. Conjunctivitis was the most frequently reported eye disorder. Advise patients to report new onset or worsening eye 
symptoms to their healthcare provider.

•  Parasitic (Helminth) Infections: Treat patients with pre-existing helminth infections before initiating treatment with ADBRY.  
If patients become infected while receiving ADBRY and do not respond to antihelminth treatment, discontinue treatment with 
ADBRY until the infection resolves.

•  Risk of Infection with Live Vaccines: ADBRY may alter a patient’s immunity and increase the risk of infection following  
administration of live vaccines. Prior to initiating therapy with ADBRY, complete all age appropriate vaccinations according  
to current immunization guidelines. Avoid use of live vaccines in patients treated with ADBRY. Limited data are available  
regarding coadministration of ADBRY with non-live vaccines. 

ADVERSE REACTIONS
•  The most common adverse reactions (incidence ≥1%) are upper respiratory infections, conjunctivitis,  

injection site reactions, and eosinophilia.

Please see additional Important Safety Information and Brief Summary of Prescribing Information on following pages.

For adults with uncontrolled moderate-to-severe atopic dermatitis1

When topical Rx therapies only go so far



PATIENTS EXPERIENCED LASTING IMPROVEMENT FOR UP TO 52 WEEKS WITH ADBRY 1-4

Adbry—for lasting control and itch relief1

IMPORTANT SAFETY INFORMATION (cont’d)
USE IN SPECIFIC POPULATIONS
• Pregnancy: There is a pregnancy exposure registry that monitors pregnancy outcomes in 

women exposed to ADBRY during pregnancy. Healthcare providers are encouraged to register 
pregnant patients, or pregnant women may enroll themselves in the registry by calling 
1-877-311-8972 or visiting https://mothertobaby.org/ongoing-study/adbry-tralokinumab/. 
There are limited data from the use of ADBRY in pregnant women to inform a 
drug-associated risk of adverse developmental outcomes. Human IgG antibodies are known 
to cross the placental barrier; therefore, ADBRY may be transmitted from the mother to the 
developing fetus.

• Lactation: There are no data on the presence of tralokinumab-ldrm in human milk, the 
effects on the breastfed infant, or the effects on milk production. Maternal IgG is present 
in breast milk. The effects of local gastrointestinal exposure and limited systemic 
exposure to ADBRY on the breastfed infant are unknown.

The only biologic to 
exclusively target IL-13

Visible Skin Clearance and Itch 
Relief With Adbry at Week 16

ADBRY MONOTHERAPY COMBINATION THERAPY

ECZTRA 1 ECZTRA 2 ECZTRA 3
Adbry 300 mg Q2W placebo Adbry 300 mg Q2W placebo Adbry 300 mg  Q2W+TCS placebo+TCS

No. of patients randomized and dosed (FAS)* 601 197 577 193 243 123

IGA†‡§ 16% vs 7% (P=0.002) 21% vs 9% (P=0.001) 38% vs 27% (P=0.033)

EASI-75‡§ 25% vs 13% (P=0.001) 33% vs 10% (P=0.001) 56% vs 37% (P=0.001) 
No. of patients with baseline Worst Daily 
Pruritus NRS (weekly average) score ≥4 594 194 563 193 240 123

Worst Daily Pruritus NRS
(≥4 point reduction)‡§ 20% vs 10% (P=0.002) 25% vs 9% (P=0.001) 46% vs 35% (P=0.039) 

*Full Analysis Set (FAS) includes all subjects randomized and dosed. 
  †Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”).

EASI=Eczema Area and Severity Index; IGA=Investigator’s Global Assessment; NRS=Numeric Rating Scale; TCS=topical corticosteroids.

‡ Subjects who received rescue treatment or with missing data at 16 weeks were considered as nonresponders.
§ Percentage of patients who achieved response. 

ECZTRA 3        Adbry Q2W+TCS as needed Percentage of patients who maintained response at Week 32

92% EASI-75
(60/65) 89% IGA 0/1

(40/45)

NEARLY 9 OUT OF 10 RESPONDERS AT WEEK 16 EXPERIENCED LASTING DISEASE CONTROL 
AT WEEK 32 WITH ADBRY 300 MG Q2W+TCS AS NEEDED1*‡ 

Week 16 Week 32

More than half of responders at Week 16 maintained response at Week 52 with Adbry Q2W 
monotherapy, without any TCS use1†‡:
• ECZTRA 1: IGA 0/1 and EASI-75 response was maintained by 51% (20/39) and 60% (28/47) of patients on Adbry Q2W, 

respectively; 47% (9/19) and 33% (10/30) of patients on placebo maintained response
• ECZTRA 2: IGA 0/1 and EASI-75 response was maintained by 60% (32/53) and 57% (43/76) of patients on Adbry Q2W, 

respectively; 23% (6/26) and 20% (8/40) of patients on placebo maintained response

Study designs1,2,4  
The efficacy and safety of Adbry were assessed in 3 randomized, double-blind, placebo-controlled trials with a total of 1934 patients 18 years of age 
and older, with moderate-to-severe atopic dermatitis not adequately controlled by topical medications. In ECZTRA 1, 2, and 3, subjects received 
subcutaneous injections of Adbry 600 mg or placebo on Day 0, followed by Adbry 300 mg or placebo Q2W for 16 weeks. In ECZTRA 3, patients received 
concomitant TCS as needed (mometasone furoate 0.1% cream was dispensed at each dosing visit). ECZTRA 1, 2, and 3 assessed the primary endpoints 

of the proportion of subjects with an IGA 0 or 1 at Week 16 and the proportion of subjects with EASI-75 at Week 16. Secondary endpoints included 
the reduction of Worst Daily Pruritus NRS (weekly average) of at least 4 points on the 11-point itch NRS from baseline to Week 16. 

At Week 16, patients with an IGA 0/1 or EASI-75 response were re-randomized to Adbry Q2W, Q4W, or placebo for 
another 36 weeks (ECZTRA 1, 2) and Q2W or Q4W for another 16 weeks (ECZTRA 3).

*Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1 
or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W with TCS or Adbry Q4W with TCS for another 16 weeks.

 †Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1 
   or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W, Adbry Q4W, or placebo Q2W for another 36 weeks.

 ‡Subjects who received rescue treatment or with missing data were considered as nonresponders.

Not an  actual  
patient. Individual 
results may vary.

The first and only biologic to specifically target and neutralize IL-131

INDICATION
ADBRY™ (tralokinumab-ldrm) is indicated for the treatment of moderate-to-severe atopic dermatitis in  
adult patients whose disease is not adequately controlled with topical prescription therapies or when those  
therapies are not advisable. ADBRY can be used with or without topical corticosteroids.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATION  
•  ADBRY is contraindicated in patients who have known hypersensitivity to tralokinumab-ldrm or any excipients in ADBRY.

WARNINGS AND PRECAUTIONS
•  Hypersensitivity: Hypersensitivity reactions, including anaphylaxis and angioedema have occurred after administration  

of ADBRY. If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately and initiate appropriate therapy.
•  Conjunctivitis and Keratitis: Conjunctivitis and keratitis occurred more frequently in atopic dermatitis subjects who received 

ADBRY. Conjunctivitis was the most frequently reported eye disorder. Advise patients to report new onset or worsening eye 
symptoms to their healthcare provider.

•  Parasitic (Helminth) Infections: Treat patients with pre-existing helminth infections before initiating treatment with ADBRY.  
If patients become infected while receiving ADBRY and do not respond to antihelminth treatment, discontinue treatment with 
ADBRY until the infection resolves.

•  Risk of Infection with Live Vaccines: ADBRY may alter a patient’s immunity and increase the risk of infection following  
administration of live vaccines. Prior to initiating therapy with ADBRY, complete all age appropriate vaccinations according  
to current immunization guidelines. Avoid use of live vaccines in patients treated with ADBRY. Limited data are available  
regarding coadministration of ADBRY with non-live vaccines. 

ADVERSE REACTIONS
•  The most common adverse reactions (incidence ≥1%) are upper respiratory infections, conjunctivitis,  

injection site reactions, and eosinophilia.

Please see additional Important Safety Information and Brief Summary of Prescribing Information on following pages.

For adults with uncontrolled moderate-to-severe atopic dermatitis1

When topical Rx therapies only go so far



When topical Rx therapies only go so far
Start with Adbry and see progress continue1

The LEO Pharma logo is a registered trademark of LEO Pharma A/S.
Adbry™ is a trademark of LEO Pharma A/S.
© 2022 LEO Pharma Inc. All rights reserved. MAT-62091 November 2022

References: 1. ADBRY (tralokinumab-ldrm) [package insert]. Madison, NJ; LEO Pharma, Inc; Revised January 2022. 2. Wollenberg A, Blauvelt A, 
Guttman-Yassky E, et al; ECZTRA 1 and ECZTRA 2 study investigators. Tralokinumab for moderate-to-severe atopic dermatitis: results from two 
52-week, randomized, double-blind, multicentre, placebo-controlled phase III trials (ECZTRA 1 and ECZTRA 2). Br J Dermatol. 2021;184(3):437-449. 
doi.10.1111/bjd.19574. 3. Data on file. LEO Pharma A/S. 2021. 4. Silverberg JI, Toth D, Bieber T, et al; ECZTRA 3 study investigators. Tralokinumab 
plus topical corticosteroids for the treatment of moderate-to-severe atopic dermatitis: results from the double-blind, randomized, multicentre, 
placebo-controlled phase III ECZTRA 3 trial. Br J Dermatol. 2021;184(3):450-463. doi:10.1111/bjd.19573. 

IMPORTANT SAFETY INFORMATION (cont’d)
USE IN SPECIFIC POPULATIONS (cont’d)
• Pediatric Use: The safety and effectiveness of ADBRY have not been established in 

pediatric patients.
You are encouraged to report side effects of prescription drugs to the FDA. 
Visit www.fda.gov/medwatch or call 1-800-FDA-1088. 
You may also report side effects to LEO Pharma Inc. at 1-877-494-4536, option 1, 
or email to usdrugsafety@leo-pharma.com

Please see Brief Summary of Prescribing Information on next page.

Demonstrated long-term safety through 52 weeks1

•Most common adverse reactions (AR) (incidence ≥1%) for Adbry vs placebo (ECZTRA 1 and ECZTRA 2 
pooled) and Adbry + TCS vs placebo + TCS (ECZTRA 3), respectively, at Week 16 are upper respiratory 
tract infections (23.8% vs 20.4%, 30% vs 15.4%) , conjunctivitis (7.5% vs 3.1%, 13.6% vs 4.9%), 
injection site reactions (7.4% vs 4.1%, 11.1% vs 0.8%), and eosinophilia (1.4% vs 0.5%, 1.2% vs 0%)  

•The safety profile of Adbry during maintenance treatment was consistent with that in the initial 
16-week treatment period. In addition, the frequency of adverse reactions with Adbry Q2W 
and Q4W in ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and 26% with 
Adbry + TCS Q2W and Q4W in ECZTRA 3, respectively

The flexibility to treat with Q2W or Q4W dosing1

•An initial dose of 600 mg (four 150 mg injections), followed by 300 mg (two 150 mg injections)     
•Maintenance dose of 300 mg (2 prefilled syringes) Q2W
   – Q2W or Q4W dosing may be considered in patients <100 kg (220 lb)   

who achieve “clear” or “almost clear” skin after 16 weeks of treatment

Adbry demonstrated significant skin clearance, improvements in lesion extent and severity,
and itch relief at Week 16, and was studied for long-term control at Weeks 32 and 521-4

Adbry has no boxed warning, and no requirement for initial lab testing or ongoing 
lab monitoring in the Prescribing Information. 
Adbry is a targeted biologic therapy and is not an immunosuppressant or a steroid1

Adbry is the first and only biologic to specifically target and neutralize IL-13111

Start with Adbry and see progress continue

Not an actual patient.  
Individual results may vary.

The only biologic to 
exclusively target IL-13

FIND OUT MORE ABOUT ADBRY: Visit AdbryHCP.com 

ADBRY™ (tralokinumab-ldrm) injection, for subcutaneous use
Initial U.S. Approval 2021
Brief Summary of Prescribing Information

This Brief Summary does not include all the information needed  
to use ADBRY safely and effectively. Please see Full Prescribing  
Information.

Rx Only

INDICATIONS AND USAGE 
ADBRY is indicated for the treatment of moderate-to-severe atopic dermatitis 
in adult patients whose disease is not adequately controlled with topical 
prescription therapies or when those therapies are not advisable. ADBRY  
can be used with or without topical corticosteroids.

CONTRAINDICATIONS 
ADBRY is contraindicated in patients who have known hypersensitivity to 
tralokinumab-ldrm or any excipients in ADBRY.

WARNINGS AND PRECAUTIONS 
Hypersensitivity 
Hypersensitivity reactions including anaphylaxis and angioedema, have been 
reported with use of ADBRY.

If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately 
and initiate appropriate therapy.

Conjunctivitis and Keratitis 
Conjunctivitis and keratitis occurred more frequently in atopic dermatitis 
subjects who received ADBRY. Conjunctivitis was the most frequently reported 
eye disorder. Most subjects with conjunctivitis or keratitis recovered or were 
recovering during the treatment period.

Advise patients to report new onset or worsening eye symptoms to their 
healthcare provider.

Parasitic (Helminth) Infections 
Patients with known helminth infections were excluded from participation in 
clinical studies. It is unknown if ADBRY will influence the immune response 
against helminth infections by inhibiting IL-13 signaling.

Treat patients with pre-existing helminth infections before initiating treatment 
with ADBRY. If patients become infected while receiving ADBRY and do not 
respond to antihelminth treatment, discontinue treatment with ADBRY until 
the infection resolves.

Risk of Infection with Live Vaccines 
ADBRY may alter a patient’s immunity and increase the risk of infection 
following administration of live vaccines. Prior to initiating therapy with 
ADBRY, complete all age appropriate vaccinations according to current 
immunization guidelines. Avoid use of live vaccines in patients treated with 
ADBRY. Limited data are available regarding coadministration of ADBRY with 
non-live vaccines.

ADVERSE REACTIONS 
The following adverse reactions are discussed in greater detail elsewhere  
in the labeling:

• Hypersensitivity
• Conjunctivitis and Keratitis

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

The safety of ADBRY was evaluated in a pool of 5 randomized, double-blind, 
placebo-controlled trials in subjects with moderate-to-severe atopic  
dermatitis including three phase 3 Eczema Tralokinumab trials (ECZTRA 1, 
ECZTRA 2, and ECZTRA 3), a dose-finding trial, and a vaccine response trial. 
The safety population had a mean age of 37 years; 43% of subjects were 
female, 67% were White, 21% were Asian, and 9% were Black. In terms of 
co-morbid conditions, 39% of the subjects had asthma, 49% had hay fever, 
36% had food allergy, and 21% had allergic conjunctivitis at baseline.

In these 5 atopic dermatitis trials, 1964 subjects were treated with  
subcutaneous injections of ADBRY, with or without concomitant topical  
corticosteroids (TCS). A total of 807 subjects were treated with ADBRY  
for at least 1 year.

ECZTRA 1 and ECZTRA 2 compared the safety of ADBRY monotherapy to  
placebo through Week 52. ECZTRA 3 compared the safety of ADBRY + TCS  
to placebo + TCS through Week 32.

Weeks 0 to 16 (ECZTRA 1, ECZTRA 2, and ECZTRA 3): 
Table 1 summarizes the adverse reactions identified in the pool of 3 trials 
(ECZTRA 1, ECZTRA 2, and ECZTRA 3) and that occurred at a rate of at least 
1% in the ADBRY 300 mg every other week monotherapy group, and in 
the ADBRY 300 mg every other week + TCS study, all at a higher rate than 
placebo during the first 16 weeks of treatment.

Table 1: Adverse Reactions Occurring in ≥1% of the ADBRY  
Monotherapy Group or the ADBRY + TCS Group in the Atopic  
Dermatitis Trials through Week 16

Adverse 
Reaction

ADBRY Monotherapya ADBRY + TCSb

ADBRY 300 mg
Q2Wc 

N=1180
n (%)

PLACEBO

N=388
n (%)

ADBRY 300 mg
Q2Wc + TCS

N=243
n (%)

PLACEBO  
+ TCS

N=123
n (%)

Upper  
respiratory 
tract  
infectionsd

281(23.8) 79 (20.4) 73 (30.0) 19 (15.4)

Conjunctivitisf 88 (7.5) 12 (3.1) 33 (13.6) 6 (4.9)
Injection site 
reactionse 87 (7.4) 16 (4.1) 27 (11.1) 1 (0.8)

Eosinophiliag 17 (1.4) 2 (0.5) 3 (1.2) 0

aPooled analysis of ECZTRA 1 and ECZTRA 2.
bAnalysis of ECZTRA 3 where subjects were on background TCS therapy.
cADBRY 600 mg at Week 0, followed by 300 mg every other week. 
d Upper respiratory tract infections cluster includes upper respiratory tract infection, viral 
upper respiratory tract infection, pharyngitis, and nasopharyngitis; mainly reported as 
common cold.

eInjection site reactions cluster includes pain, erythema, and swelling.
fConjunctivitis cluster includes conjunctivitis and allergic conjunctivitis.
gEosinophilia cluster includes eosinophilia and eosinophil count increased.

In the monotherapy trials (ECZTRA 1 and ECZTRA 2) through Week 16, the 
proportion of subjects who discontinued treatment due to adverse reactions 
was 0.7% in the ADBRY 300 mg every other week group and 0% of the 
placebo group. In the concomitant TCS trial (ECZTRA 3) through Week 16,  
the proportion of subjects who discontinued treatment due to adverse  
reactions was 0.8% in the ADBRY 300 mg every other week + TCS group 
and 0% of the placebo + TCS group. The most common adverse reactions 
leading to discontinuation in the ADBRY group compared to the placebo 
group were injection site reaction (0.3% v. 0) and eosinophilia (0.3% v. 0) 
in ECZTRA 1 and ECZTRA 2; and injection site reaction (0.4% v. 0) and 
conjunctivitis (0.4% v. 0) in ECZTRA 3.

Safety Weeks 16-52 (ECZTRA 1 and ECZTRA 2) and Weeks 16-32  
(ECZTRA 3): The safety profile of ADBRY 300 mg every other week with  
or without TCS during maintenance treatment was consistent with that in  
the initial 16-week treatment period. In addition, the frequency of adverse  
reactions with ADBRY 300 mg every other week and every 4 weeks in 
ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and 
26% with ADBRY 300 mg + TCS every other week and every 4 weeks in 
ECZTRA 3, respectively.

Specific Adverse Reactions 
Conjunctivitis and Keratitis 
Conjunctivitis, including allergic conjunctivitis, was reported in 7.5% of  
subjects treated with ADBRY 300 mg every other week (29 events per  
100 subject-years of exposure) and in 3.1% of subjects treated with placebo 
(12 events per 100 subject-years of exposure) in the initial treatment period  
of up to 16 weeks in the pool of 5 trials. In the ADBRY group, 126 subjects 
reported 145 events of conjunctivitis, with 114 events resolved at the end of 
initial treatment period. Conjunctivitis led to discontinuation of treatment in  
2 subjects.

During the maintenance treatment period of the monotherapy trials  
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks, conjunctivitis was reported 
in 8.9% of subjects treated with ADBRY 300 mg every other week (20 events  
per 100 subject-years of exposure) and in 6.3% of subjects treated with  
ADBRY 300 mg every 4 weeks (14 events per 100 subject-years of exposure) 
compared to 7.7% of subjects treated with ADBRY 300 mg every other week 
in the initial treatment period (30 events per 100 subject-years of exposure). 
Conjunctivitis (including no serious events, 1 severe event, and 1 event that 
led to discontinuation) was reported in 24 subjects in the combined (every 
other week and every 4 weeks) ADBRY groups. A similar pattern was seen 
during the continuation treatment period of an additional 16 weeks in the 
ADBRY combination ECZTRA 3.

Keratitis (including keratoconjunctivitis) was reported in 0.5% of subjects 
treated with ADBRY and 0% treated with placebo during the initial  
treatment period of up to 16 weeks in the pool of 5 trials. Keratitis  
(including 1 ulcerative keratitis) was reported in 0.2% of subjects treated  
with ADBRY (0.9 events per 100 subject-years of exposure) and 0.2% of 
subjects treated with placebo (0.6 events per 100 subject-years of exposure). 
Keratoconjunctivitis (including 1 atopic keratoconjunctivitis) was reported in 
0.3% of subjects treated with ADBRY (1.2 events per 100 subject-years of 
exposure), and in no subjects treated with placebo. In the ADBRY group,  
9 subjects reported 10 events of keratitis or keratoconjunctivitis, with  
5 events resolved during the trial following the initial treatment period.  
None of the events were serious or led to treatment discontinuation.

During the maintenance treatment period of the monotherapy trials  
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks in the ADBRY 300 mg every 
other week group, keratitis was reported in 1 (0.6%) subject (ulcerative, 
severe, resolved after discontinuation) at an exposure-adjusted event rate of  
1.2 per 100 subject-years, and keratoconjunctivitis (not serious or severe, 
resolved, not led to discontinuation) was reported in 3 (1.9%) subjects  
(3.6 events per 100 subject-years of exposure). No events of keratitis or  
keratoconjunctivitis was reported in ADBRY every 4 weeks or placebo  
groups, compared to keratitis event rate of 2 per 100 subject-years for 
ADBRY 300 mg every other week in the initial treatment period.

In the continuation treatment period of ECZTRA 3 (from 16 to 32 weeks), 
there were no additional events of keratitis reported for subjects randomized 
to ADBRY 300 mg + TCS.

Eosinophil Counts 
ADBRY-treated subjects had a greater mean initial increase from baseline  
in eosinophil count compared to subjects treated with placebo. The mean  
and median increases in blood eosinophils from baseline to Week 4 were  
190 and 100 cells/mcL, respectively. The increase in the ADBRY-treated 
subjects declined to baseline level with continued treatment. Eosinophilia  
(> 5000 cells/mcL) in the initial treatment period of up to 16 weeks  
was reported in 1.2% in the ADBRY-treated subjects and 0.3% in the  
placebo-treated subjects. The safety profile for subjects with eosinophilia  
was comparable to the safety profile for all subjects included in the pool  
of 5 atopic dermatitis trials.

Immunogenicity 
As with all therapeutic proteins, there is a potential for immunogenicity 
with ADBRY. The detection of antibody formation is highly dependent on the 
sensitivity and specificity of the assay. Additionally, the observed incidence 
of antibody (including neutralizing antibody) positivity in an assay may be 
influenced by several factors, including assay methodology, sample handling, 
timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies in the studies 
described below with the incidence of antibodies in other studies or to other 
tralokinumab products may be misleading.

In ECZTRA 1, ECZTRA 2, and ECZTRA 3, and the vaccine-response trial, the 
incidence of Anti-Drug-Antibodies (ADA) during the initial 16-week treatment 
period was 1.4% for subjects treated with ADBRY 300 mg every other week 
and in 1.3% for subjects treated with placebo; neutralizing antibodies were  
seen in 0.1% of subjects treated with ADBRY and 0.2% of subjects treated 
with placebo.

Across all trial periods, the ADA incidence for subjects who received  
ADBRY was 4.6%; 0.9% had persistent ADA and 1.0% had  
neutralizing antibodies.

No clinically meaningful differences in the pharmacokinetics, safety, or 
efficacy of tralokinumab-ldrm were observed in patients who tested positive 
for anti-tralokinumab-ldrm antibody (including neutralizing antibodies).

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to ADBRY during pregnancy. Healthcare providers are 
encouraged to register pregnant patients, or pregnant women may enroll 
themselves in the registry by calling 1-877-311-8972 or visiting  
https://mothertobaby.org/ongoing-study/adbry-tralokinumab/. 

There are limited data from the use of ADBRY in pregnant women to inform 
a drug-associated risk of adverse developmental outcomes. Human IgG 
antibodies are known to cross the placental barrier; therefore, ADBRY may  
be transmitted from the mother to the developing fetus. 

In an enhanced pre- and post-natal developmental study, no adverse 
developmental effects were observed in offspring born to pregnant monkeys 
after intravenous administration of tralokinumab-ldrm during organogenesis 
through parturition at doses up to 10 times the maximum recommended 
human dose (MRHD).

The background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth 
defect, loss or other adverse outcomes. In the U.S. general 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
In a pre- and post-natal development study, intravenous doses up to  
100 mg/kg tralokinumab-ldrm were administered to pregnant cynomolgus 
monkeys once every week from gestation day 20 to parturition. No maternal 
or developmental toxicity was observed at doses up to 100 mg/kg/week  
(10 times the MRHD on a mg/kg basis of 10 mg/kg/week).

In an enhanced pre- and post-natal development study, intravenous doses 
up to 100 mg/kg tralokinumab-ldrm (10 times the MRHD on a mg/kg basis 
of 10 mg/kg/week) were administered to pregnant cynomolgus monkeys 
once every week from the beginning of organogenesis to parturition. No 
treatment-related adverse effects on embryofetal toxicity or malformations,  
or on morphological, functional, or immunological development were 
observed in the infants from birth through 6 months of age.

Lactation
Risk Summary
There are no data on the presence of tralokinumab-ldrm in human milk,  
the effects on the breastfed infant, or the effects on milk production.  
Maternal IgG is present in breast milk. The effects of local gastrointestinal 
exposure and limited systemic exposure to ADBRY on the breastfed infant are 
unknown. The development and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for ADBRY and any potential 
adverse effects on the breastfed child from ADBRY or from the underlying 
maternal condition.

Pediatric Use
The safety and effectiveness of ADBRY have not been established in  
pediatric patients.

Geriatric Use
Of the 1605 subjects exposed to ADBRY in 5 atopic dermatitis trials in  
the initial treatment period of up to 16 weeks, 77 subjects were 65 years  
or older. Clinical studies did not include sufficient numbers of subjects  
aged 65 and over to determine whether they respond differently from  
younger subjects.

OVERDOSAGE
There is no specific treatment for ADBRY overdose. In the event  
of overdosage, contact Poison Control (1-800-222-1222) for latest  
recommendations and monitor the patient for any signs or symptoms  
of adverse reactions and institute appropriate symptomatic  
treatment immediately.

PATIENT COUNSELING INFORMATION
Advise the patients to read the FDA-approved patient labeling (Patient 
Information and Instructions for Use).

Administration Instructions
Instruct patients or caregivers:

•  to perform the first self-injection under the supervision and guidance  
of a qualified healthcare provider for proper training in subcutaneous 
injection technique

• to inject the full dose of ADBRY
• to follow sharps disposal recommendations [see Instructions for Use]

Hypersensitivity
Advise patients to discontinue ADBRY and to seek immediate  
medical attention if they experience any symptoms of systemic  
hypersensitivity reactions.

Conjunctivitis and Keratitis
Advise patients to consult their healthcare provider if new onset or worsening 
eye symptoms develop.

Risk of Infection with Live Vaccines
Advise patients that ADBRY may increase the risk of infection following 
administration of live vaccines and that vaccination with live vaccines  
is not recommended during ADBRY treatment. Instruct patients to  
inform the healthcare provider that they are taking ADBRY prior to a  
potential vaccination.
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When topical Rx therapies only go so far
Start with Adbry and see progress continue1
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IMPORTANT SAFETY INFORMATION (cont’d)
USE IN SPECIFIC POPULATIONS (cont’d)
• Pediatric Use: The safety and effectiveness of ADBRY have not been established in 

pediatric patients.
You are encouraged to report side effects of prescription drugs to the FDA. 
Visit www.fda.gov/medwatch or call 1-800-FDA-1088. 
You may also report side effects to LEO Pharma Inc. at 1-877-494-4536, option 1, 
or email to usdrugsafety@leo-pharma.com

Please see Brief Summary of Prescribing Information on next page.

Demonstrated long-term safety through 52 weeks1

•Most common adverse reactions (AR) (incidence ≥1%) for Adbry vs placebo (ECZTRA 1 and ECZTRA 2 
pooled) and Adbry + TCS vs placebo + TCS (ECZTRA 3), respectively, at Week 16 are upper respiratory 
tract infections (23.8% vs 20.4%, 30% vs 15.4%) , conjunctivitis (7.5% vs 3.1%, 13.6% vs 4.9%), 
injection site reactions (7.4% vs 4.1%, 11.1% vs 0.8%), and eosinophilia (1.4% vs 0.5%, 1.2% vs 0%)  

•The safety profile of Adbry during maintenance treatment was consistent with that in the initial 
16-week treatment period. In addition, the frequency of adverse reactions with Adbry Q2W 
and Q4W in ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and 26% with 
Adbry + TCS Q2W and Q4W in ECZTRA 3, respectively

The flexibility to treat with Q2W or Q4W dosing1

•An initial dose of 600 mg (four 150 mg injections), followed by 300 mg (two 150 mg injections)     
•Maintenance dose of 300 mg (2 prefilled syringes) Q2W
   – Q2W or Q4W dosing may be considered in patients <100 kg (220 lb)   

who achieve “clear” or “almost clear” skin after 16 weeks of treatment

Adbry demonstrated significant skin clearance, improvements in lesion extent and severity,
and itch relief at Week 16, and was studied for long-term control at Weeks 32 and 521-4

Adbry has no boxed warning, and no requirement for initial lab testing or ongoing 
lab monitoring in the Prescribing Information. 
Adbry is a targeted biologic therapy and is not an immunosuppressant or a steroid1

Adbry is the first and only biologic to specifically target and neutralize IL-1311

Not an actual patient.  
Individual results may vary.

The only biologic to 
exclusively target IL-13

FIND OUT MORE ABOUT ADBRY: Visit AdbryHCP.com 
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Brief Summary of Prescribing Information

This Brief Summary does not include all the information needed  
to use ADBRY safely and effectively. Please see Full Prescribing  
Information.

Rx Only

INDICATIONS AND USAGE 
ADBRY is indicated for the treatment of moderate-to-severe atopic dermatitis 
in adult patients whose disease is not adequately controlled with topical 
prescription therapies or when those therapies are not advisable. ADBRY  
can be used with or without topical corticosteroids.

CONTRAINDICATIONS 
ADBRY is contraindicated in patients who have known hypersensitivity to 
tralokinumab-ldrm or any excipients in ADBRY.

WARNINGS AND PRECAUTIONS 
Hypersensitivity 
Hypersensitivity reactions including anaphylaxis and angioedema, have been 
reported with use of ADBRY.

If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately 
and initiate appropriate therapy.

Conjunctivitis and Keratitis 
Conjunctivitis and keratitis occurred more frequently in atopic dermatitis 
subjects who received ADBRY. Conjunctivitis was the most frequently reported 
eye disorder. Most subjects with conjunctivitis or keratitis recovered or were 
recovering during the treatment period.

Advise patients to report new onset or worsening eye symptoms to their 
healthcare provider.

Parasitic (Helminth) Infections 
Patients with known helminth infections were excluded from participation in 
clinical studies. It is unknown if ADBRY will influence the immune response 
against helminth infections by inhibiting IL-13 signaling.

Treat patients with pre-existing helminth infections before initiating treatment 
with ADBRY. If patients become infected while receiving ADBRY and do not 
respond to antihelminth treatment, discontinue treatment with ADBRY until 
the infection resolves.

Risk of Infection with Live Vaccines 
ADBRY may alter a patient’s immunity and increase the risk of infection 
following administration of live vaccines. Prior to initiating therapy with 
ADBRY, complete all age appropriate vaccinations according to current 
immunization guidelines. Avoid use of live vaccines in patients treated with 
ADBRY. Limited data are available regarding coadministration of ADBRY with 
non-live vaccines.

ADVERSE REACTIONS 
The following adverse reactions are discussed in greater detail elsewhere  
in the labeling:

• Hypersensitivity
• Conjunctivitis and Keratitis

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

The safety of ADBRY was evaluated in a pool of 5 randomized, double-blind, 
placebo-controlled trials in subjects with moderate-to-severe atopic  
dermatitis including three phase 3 Eczema Tralokinumab trials (ECZTRA 1, 
ECZTRA 2, and ECZTRA 3), a dose-finding trial, and a vaccine response trial. 
The safety population had a mean age of 37 years; 43% of subjects were 
female, 67% were White, 21% were Asian, and 9% were Black. In terms of 
co-morbid conditions, 39% of the subjects had asthma, 49% had hay fever, 
36% had food allergy, and 21% had allergic conjunctivitis at baseline.

In these 5 atopic dermatitis trials, 1964 subjects were treated with  
subcutaneous injections of ADBRY, with or without concomitant topical  
corticosteroids (TCS). A total of 807 subjects were treated with ADBRY  
for at least 1 year.

ECZTRA 1 and ECZTRA 2 compared the safety of ADBRY monotherapy to  
placebo through Week 52. ECZTRA 3 compared the safety of ADBRY + TCS  
to placebo + TCS through Week 32.

Weeks 0 to 16 (ECZTRA 1, ECZTRA 2, and ECZTRA 3): 
Table 1 summarizes the adverse reactions identified in the pool of 3 trials 
(ECZTRA 1, ECZTRA 2, and ECZTRA 3) and that occurred at a rate of at least 
1% in the ADBRY 300 mg every other week monotherapy group, and in 
the ADBRY 300 mg every other week + TCS study, all at a higher rate than 
placebo during the first 16 weeks of treatment.

Table 1: Adverse Reactions Occurring in ≥1% of the ADBRY  
Monotherapy Group or the ADBRY + TCS Group in the Atopic  
Dermatitis Trials through Week 16

Adverse 
Reaction

ADBRY Monotherapya ADBRY + TCSb

ADBRY 300 mg
Q2Wc 

N=1180
n (%)

PLACEBO

N=388
n (%)

ADBRY 300 mg
Q2Wc + TCS

N=243
n (%)

PLACEBO  
+ TCS

N=123
n (%)

Upper  
respiratory 
tract  
infectionsd

281(23.8) 79 (20.4) 73 (30.0) 19 (15.4)

Conjunctivitisf 88 (7.5) 12 (3.1) 33 (13.6) 6 (4.9)
Injection site 
reactionse 87 (7.4) 16 (4.1) 27 (11.1) 1 (0.8)

Eosinophiliag 17 (1.4) 2 (0.5) 3 (1.2) 0

aPooled analysis of ECZTRA 1 and ECZTRA 2.
bAnalysis of ECZTRA 3 where subjects were on background TCS therapy.
cADBRY 600 mg at Week 0, followed by 300 mg every other week. 
d Upper respiratory tract infections cluster includes upper respiratory tract infection, viral 
upper respiratory tract infection, pharyngitis, and nasopharyngitis; mainly reported as 
common cold.

eInjection site reactions cluster includes pain, erythema, and swelling.
fConjunctivitis cluster includes conjunctivitis and allergic conjunctivitis.
gEosinophilia cluster includes eosinophilia and eosinophil count increased.

In the monotherapy trials (ECZTRA 1 and ECZTRA 2) through Week 16, the 
proportion of subjects who discontinued treatment due to adverse reactions 
was 0.7% in the ADBRY 300 mg every other week group and 0% of the 
placebo group. In the concomitant TCS trial (ECZTRA 3) through Week 16,  
the proportion of subjects who discontinued treatment due to adverse  
reactions was 0.8% in the ADBRY 300 mg every other week + TCS group 
and 0% of the placebo + TCS group. The most common adverse reactions 
leading to discontinuation in the ADBRY group compared to the placebo 
group were injection site reaction (0.3% v. 0) and eosinophilia (0.3% v. 0) 
in ECZTRA 1 and ECZTRA 2; and injection site reaction (0.4% v. 0) and 
conjunctivitis (0.4% v. 0) in ECZTRA 3.

Safety Weeks 16-52 (ECZTRA 1 and ECZTRA 2) and Weeks 16-32  
(ECZTRA 3): The safety profile of ADBRY 300 mg every other week with  
or without TCS during maintenance treatment was consistent with that in  
the initial 16-week treatment period. In addition, the frequency of adverse  
reactions with ADBRY 300 mg every other week and every 4 weeks in 
ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and 
26% with ADBRY 300 mg + TCS every other week and every 4 weeks in 
ECZTRA 3, respectively.

Specific Adverse Reactions 
Conjunctivitis and Keratitis 
Conjunctivitis, including allergic conjunctivitis, was reported in 7.5% of  
subjects treated with ADBRY 300 mg every other week (29 events per  
100 subject-years of exposure) and in 3.1% of subjects treated with placebo 
(12 events per 100 subject-years of exposure) in the initial treatment period  
of up to 16 weeks in the pool of 5 trials. In the ADBRY group, 126 subjects 
reported 145 events of conjunctivitis, with 114 events resolved at the end of 
initial treatment period. Conjunctivitis led to discontinuation of treatment in  
2 subjects.

During the maintenance treatment period of the monotherapy trials  
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks, conjunctivitis was reported 
in 8.9% of subjects treated with ADBRY 300 mg every other week (20 events  
per 100 subject-years of exposure) and in 6.3% of subjects treated with  
ADBRY 300 mg every 4 weeks (14 events per 100 subject-years of exposure) 
compared to 7.7% of subjects treated with ADBRY 300 mg every other week 
in the initial treatment period (30 events per 100 subject-years of exposure). 
Conjunctivitis (including no serious events, 1 severe event, and 1 event that 
led to discontinuation) was reported in 24 subjects in the combined (every 
other week and every 4 weeks) ADBRY groups. A similar pattern was seen 
during the continuation treatment period of an additional 16 weeks in the 
ADBRY combination ECZTRA 3.

Keratitis (including keratoconjunctivitis) was reported in 0.5% of subjects 
treated with ADBRY and 0% treated with placebo during the initial  
treatment period of up to 16 weeks in the pool of 5 trials. Keratitis  
(including 1 ulcerative keratitis) was reported in 0.2% of subjects treated  
with ADBRY (0.9 events per 100 subject-years of exposure) and 0.2% of 
subjects treated with placebo (0.6 events per 100 subject-years of exposure). 
Keratoconjunctivitis (including 1 atopic keratoconjunctivitis) was reported in 
0.3% of subjects treated with ADBRY (1.2 events per 100 subject-years of 
exposure), and in no subjects treated with placebo. In the ADBRY group,  
9 subjects reported 10 events of keratitis or keratoconjunctivitis, with  
5 events resolved during the trial following the initial treatment period.  
None of the events were serious or led to treatment discontinuation.

During the maintenance treatment period of the monotherapy trials  
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks in the ADBRY 300 mg every 
other week group, keratitis was reported in 1 (0.6%) subject (ulcerative, 
severe, resolved after discontinuation) at an exposure-adjusted event rate of  
1.2 per 100 subject-years, and keratoconjunctivitis (not serious or severe, 
resolved, not led to discontinuation) was reported in 3 (1.9%) subjects  
(3.6 events per 100 subject-years of exposure). No events of keratitis or  
keratoconjunctivitis was reported in ADBRY every 4 weeks or placebo  
groups, compared to keratitis event rate of 2 per 100 subject-years for 
ADBRY 300 mg every other week in the initial treatment period.

In the continuation treatment period of ECZTRA 3 (from 16 to 32 weeks), 
there were no additional events of keratitis reported for subjects randomized 
to ADBRY 300 mg + TCS.

Eosinophil Counts 
ADBRY-treated subjects had a greater mean initial increase from baseline  
in eosinophil count compared to subjects treated with placebo. The mean  
and median increases in blood eosinophils from baseline to Week 4 were  
190 and 100 cells/mcL, respectively. The increase in the ADBRY-treated 
subjects declined to baseline level with continued treatment. Eosinophilia  
(> 5000 cells/mcL) in the initial treatment period of up to 16 weeks  
was reported in 1.2% in the ADBRY-treated subjects and 0.3% in the  
placebo-treated subjects. The safety profile for subjects with eosinophilia  
was comparable to the safety profile for all subjects included in the pool  
of 5 atopic dermatitis trials.

Immunogenicity 
As with all therapeutic proteins, there is a potential for immunogenicity 
with ADBRY. The detection of antibody formation is highly dependent on the 
sensitivity and specificity of the assay. Additionally, the observed incidence 
of antibody (including neutralizing antibody) positivity in an assay may be 
influenced by several factors, including assay methodology, sample handling, 
timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies in the studies 
described below with the incidence of antibodies in other studies or to other 
tralokinumab products may be misleading.

In ECZTRA 1, ECZTRA 2, and ECZTRA 3, and the vaccine-response trial, the 
incidence of Anti-Drug-Antibodies (ADA) during the initial 16-week treatment 
period was 1.4% for subjects treated with ADBRY 300 mg every other week 
and in 1.3% for subjects treated with placebo; neutralizing antibodies were  
seen in 0.1% of subjects treated with ADBRY and 0.2% of subjects treated 
with placebo.

Across all trial periods, the ADA incidence for subjects who received  
ADBRY was 4.6%; 0.9% had persistent ADA and 1.0% had  
neutralizing antibodies.

No clinically meaningful differences in the pharmacokinetics, safety, or 
efficacy of tralokinumab-ldrm were observed in patients who tested positive 
for anti-tralokinumab-ldrm antibody (including neutralizing antibodies).

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
There is a pregnancy exposure registry that monitors pregnancy outcomes 
in women exposed to ADBRY during pregnancy. Healthcare providers are 
encouraged to register pregnant patients, or pregnant women may enroll 
themselves in the registry by calling 1-877-311-8972 or visiting  
https://mothertobaby.org/ongoing-study/adbry-tralokinumab/. 

There are limited data from the use of ADBRY in pregnant women to inform 
a drug-associated risk of adverse developmental outcomes. Human IgG 
antibodies are known to cross the placental barrier; therefore, ADBRY may  
be transmitted from the mother to the developing fetus. 

In an enhanced pre- and post-natal developmental study, no adverse 
developmental effects were observed in offspring born to pregnant monkeys 
after intravenous administration of tralokinumab-ldrm during organogenesis 
through parturition at doses up to 10 times the maximum recommended 
human dose (MRHD).

The background risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background risk of birth 
defect, loss or other adverse outcomes. In the U.S. general 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
In a pre- and post-natal development study, intravenous doses up to  
100 mg/kg tralokinumab-ldrm were administered to pregnant cynomolgus 
monkeys once every week from gestation day 20 to parturition. No maternal 
or developmental toxicity was observed at doses up to 100 mg/kg/week  
(10 times the MRHD on a mg/kg basis of 10 mg/kg/week).

In an enhanced pre- and post-natal development study, intravenous doses 
up to 100 mg/kg tralokinumab-ldrm (10 times the MRHD on a mg/kg basis 
of 10 mg/kg/week) were administered to pregnant cynomolgus monkeys 
once every week from the beginning of organogenesis to parturition. No 
treatment-related adverse effects on embryofetal toxicity or malformations,  
or on morphological, functional, or immunological development were 
observed in the infants from birth through 6 months of age.

Lactation
Risk Summary
There are no data on the presence of tralokinumab-ldrm in human milk,  
the effects on the breastfed infant, or the effects on milk production.  
Maternal IgG is present in breast milk. The effects of local gastrointestinal 
exposure and limited systemic exposure to ADBRY on the breastfed infant are 
unknown. The development and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for ADBRY and any potential 
adverse effects on the breastfed child from ADBRY or from the underlying 
maternal condition.

Pediatric Use
The safety and effectiveness of ADBRY have not been established in  
pediatric patients.

Geriatric Use
Of the 1605 subjects exposed to ADBRY in 5 atopic dermatitis trials in  
the initial treatment period of up to 16 weeks, 77 subjects were 65 years  
or older. Clinical studies did not include sufficient numbers of subjects  
aged 65 and over to determine whether they respond differently from  
younger subjects.

OVERDOSAGE
There is no specific treatment for ADBRY overdose. In the event  
of overdosage, contact Poison Control (1-800-222-1222) for latest  
recommendations and monitor the patient for any signs or symptoms  
of adverse reactions and institute appropriate symptomatic  
treatment immediately.

PATIENT COUNSELING INFORMATION
Advise the patients to read the FDA-approved patient labeling (Patient 
Information and Instructions for Use).

Administration Instructions
Instruct patients or caregivers:

•  to perform the first self-injection under the supervision and guidance  
of a qualified healthcare provider for proper training in subcutaneous 
injection technique

• to inject the full dose of ADBRY
• to follow sharps disposal recommendations [see Instructions for Use]

Hypersensitivity
Advise patients to discontinue ADBRY and to seek immediate  
medical attention if they experience any symptoms of systemic  
hypersensitivity reactions.

Conjunctivitis and Keratitis
Advise patients to consult their healthcare provider if new onset or worsening 
eye symptoms develop.

Risk of Infection with Live Vaccines
Advise patients that ADBRY may increase the risk of infection following 
administration of live vaccines and that vaccination with live vaccines  
is not recommended during ADBRY treatment. Instruct patients to  
inform the healthcare provider that they are taking ADBRY prior to a  
potential vaccination.
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The Psychosocial  
Impact of Vitiligo
Vitiligo, an autoimmune condition causing 
depigmentation, can have a large effect on  
quality of life and psychosocial well-being.

Nicholas Brownstone, MD, Staff Correspondent

hronic skin diseases have been 
shown to affect quality of life 
(QOL) in a variety of ways owing 
to the social stigma associated 
with them. These patients can 
suffer from low self-esteem, 
anxiety, and depression. Research 
conducted by Bhutani et al1 dem-
onstrated that individuals with 

an untreated inflammatory skin disease can 
have as much psychological impairment as 
those with other major medical disorders, 
like congestive heart failure, coronary artery 
disease, diabetes, and breast cancer.

Vitiligo, an autoimmune condition 
causing depigmentation, is one of those 
chronic diseases that can have a significant 
impact on QOL and psychosocial well-
being. Although it does not cause physical 
problems, even mild disease can have a pro-
foundly detrimental effect on QOL.2 Certain 
skin conditions can be associated with spe-
cific psychological signs and symptoms, and 
thus it is important to be aware of them when 
treating and counseling patients. Studies 
have shown that patients with vitiligo have 
a sense of disfigurement and disempower-
ment.3 They also feel a constant burden due 
to disease unpredictability and their need to 
conceal it with makeup or clothing. In some 
Middle Eastern cultures, vitiligo has been 
shown to be a barrier to marriage.4 In many 
cases, patients’ concerns focus on potentially 
serious, lifelong relationships, and this is 
especially true when the disease begins 
in adulthood.

Depression is a serious comorbidity of vit-
iligo. The degree of depression appears to be 
culturally specific, and its variance is likely 
due to base skin color and cultural ideations 
of dyspigmented skin.5 For example, depres-
sion was shown to be more prevalent among 
Arabic than Italian patients, and women 
were noted to be more affected than men.3 

Depression leading to suicidal ideation is the 
most feared morbidity of vitiligo. Suicidal 
ideation is a particular concern among 
patients who cope poorly with their initial 
diagnosis and disease prognosis.6 A 2019 
study found that patients with vitiligo in the 
United States had increased hospitalization 
for multiple mental health disorders, includ-
ing anxiety, depression, as well as increased 
suicide attempts.7

Given the psychological morbidity associ-
ated with vitiligo, efforts have been made 
to develop validated measures for track-
ing and assessing its impact on QOL. The 
Vitiligo-Specific-Quality-of-Life Instrument 
was developed by Lilly et al using in-depth 
interviews with these patients as well as 
their responses to several other previously 
validated health-related QOL measures.8 This 
instrument has been integral to the study of 
the condition’s effects on mental health and 
enabled researchers to understand them at a 
more granular level. For example, Morales-
Sánchez et al demonstrated that vitiligo 

patients with genital lesions had a worse QOL 
than those without such lesions.9

Recent studies have focused on qualitative 
methods to assess patient experiences and 
perceptions in real-world scenarios. Gadar-
woski and colleagues used an interpretive 
research paradigm to examine online forum 
content among patients with vitiligo. Major 
themes and subthemes included disease 
management, homeopathy/home remedies, 
psychosocial impact, public perceptions, and 
camouflage/concealment.10 Given these stud-
ies, it is clear that to ensure complete care of 
patients with vitiglio, dermatologists should 
assess mental health and QOL in addition to 
treating the disease itself.
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Vitiligo Treatment 
With Phototherapy
Phototherapy has proven to be a viable option for  
patients challenged with this skin pigmentary disorder.

Nicholas Brownstone, MD, Staff Correspondent

chronic, autoimmune 
condition, vitiligo is 
caused by a destruction 
of melanocytes that 
results in skin depig-
mentation. The process 

is multifactorial but is believed to 
be driven mainly by cytotoxic T 
cells. More of these cells have been 
found in patients with vitiligo and 
their increased number has been 
observed to correlate positively with 
disease severity.1 Given the autoim-
mune nature of the disorder, treat-
ments that modulate the immune 
system and immune response can 
serve as an important therapy. 
Unfortunately, topical immune-
modulating medications require 
daily application, are ineffective in 
some patients, and may have side 
effects. Another limitation is price, 
as the newest FDA-approved cream 
for vitiligo can cost thousands of 
dollars if not covered by insur-
ance.2 Phototherapy can thus serve 
an important role in the vitiligo 
armamentarium because it is safe, 
cost-effective, and can treat patients 
with large areas of disease. 

Over the past few years, narrow-
band ultraviolet B (NB-UVB) photo-
therapy has proven to be an effective 
option for conditions like vitiligo, 
and it can be used as monotherapy, 
in laser form, or in combination 
with topical or systemic agents.3 
Although its exact mechanism of 
action is unknown, it is believed 
that phototherapy treats vitiligo by 
decreasing inflammatory cytokines 
while simultaneously stimulating 
melanocytes within hair follicles.4 
A recent retrospective review on the 
efficacy of NB-UVB in vitiligo found 
that repigmentation persisted in 
80% of patients 1 year after photo-
therapy cessation.5 

Phototherapy for vitiligo can also 

Another benefit of phototherapy 
as a primary or maintenance 
therapy is that it can be done at 
home. Phototherapy for vitiligo is 
usually administered 2 or 3 times 
per week, and home-based treat-
ment can make it easier for patients 
to adhere to the schedule and thus 
potentially improve outcomes.8 A 
2020 randomized controlled study of 
UVB phototherapy found that home 
therapy was as effective as outpa-
tient therapy but demonstrated 
better compliance and a lower cost.9 
Vitiligo Area Scoring Index (VASI 
However, because at home the ther-
apy is not administered by a health 
care provider, adverse events were 
observed more frequently in that 
setting, highlighting the importance 
of proper counseling and training 
when prescribing home photo-
therapy for these patients. Although 
there are many treatment options 
for this condition, phototherapy 
offers many advantages that make it 
an excellent option for pediatric and 
adult patients alike.
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be delivered using an excimer laser 
(308 nm). This highly focused beam 
of UVB is a good option for localized 
vitiligo and for pediatric patients 
who cannot tolerate treatment in a 
phototherapy booth. Furthermore, 
the laser does not expose normal 
skin to UVB and can access areas 
such as such as the ears and genitals 
that may be difficult to treat with 
standard phototherapy. The efficacy 
of excimer laser in the treatment 
of vitiligo differs by anatomic site: 
areas of depigmentation on the face 
and neck are highly respondent, but 
lesions in the extremities may show 
a slower response.6 A 2022 study on 
the topic published in the Journal 
of Drugs in Dermatology noted that 
repigmentation was retained in 80% 
of facial, 40% of bodily, and 20% of 
extremity lesions during an average 
follow-up time of 3.38 years.7 The 
authors concluded that counsel-
ing about the need for ongoing 
treatment is important for patients 
being treated with excimer laser 
for vitiligo.

Phototherapy can thus 
serve an important 
role in the vitiligo 
armamentarium 

because it is safe, 
cost-effective, and 

can treat patients 
with large areas 

of disease.
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esearch into effective therapies 
for vitiligo has generally been 
lacking because of the common 
misconception that it is solely 
a “cosmetic issue.” Research 
about the disorder, however, 
has refuted this idea and dem-

onstrated that vitiligo can cause significant 
morbidity by reducing quality of life and 
self-esteem1 and can even lead to signifi-
cant depression.2 Given that providers are 
increasingly recognizing these important 
comorbidities, new therapies and treatment 
modalities have been developed. For many 
years, vitiligo treatment consisted of topical 
corticosteroids and calcineurin inhibitors 
that had only a modest positive effect but the 
potential for adverse effects due to required 
chronicity of use. Finally, in July 2022 the 
FDA approved topical ruxolitinib for the 
treatment of vitiligo.

Unfortunately, many insurance plans 
do not cover this agent, and out-of-pocket 
expenses can run to thousands of dollars.3 
Given such a barrier, other therapies are 
desperately needed, and  this reality has 
allowed for innovation in the application of 
existing surgical techniques to vitiligo. This 
intervention has been shown to be helpful, 
particularly in difficult-to-treat but stable 
vitiligo. The procedures currently available 
are tissue graft and cellular graft, both of 
which have advantages and disadvantages.

A recent systematic review of surgical 
therapies for vitiligo, one of the largest and 
most comprehensive to date on the subject, 
was published in August 2022 in Dermato-
logic Surgery.4 The authors surveyed punch 
grafting, suction blister epidermal graft-
ing, and cellular grafting techniques and 
reported evidence in a small meta-analysis 

that suction blister epidermal grafting may 
be more effective than punch grafting. 
Common adverse events with each included 
further dyspigmentation, infection, and 
scarring, and potential benefits must always 
be weighed against these effects.

In addition, the authors discussed their 
techniques and preferred materials for 
successfully executing the procedures, 
highlighting the importance of selecting 
the right patient because these interven-
tions work better in patients with segmental 
vitiligo or stubborn patches that are 
treatment-resistant. Although the results are 
promising, more studies are needed, includ-
ing head-to-head comparisons of different 
surgical procedures.

Despite the fact that vitiligo now has an 
FDA-approved therapy, there is an increas-
ing need for surgical therapy. Luckily, many 
of the necessary tools and techniques are 
already well-known to dermatologists and 
dermatological surgeons, so a significant 
opportunity exists for them to integrate 
these approaches into their practice. Even 
though more studies are needed, it is excit-
ing to see that more options are becoming 
available for patients with vitiligo.
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A recent systematic review of surgical therapies for 

vitiligo examined punch grafting, suction blister 
epidermal grafting, and cellular grafting techniques.
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Exploring Mundane  
and Rare Pigmentary  
Disorders
At the 2022 SDPA conference, Theodore Rosen, 
MD, discussed skin conditions that can be 
mistaken for vitiligo.
Carrie Nagorka, Senior Editor

AT THE 2022 SOCIETY OF DERMATOLOGY PHYSICIAN AS-
SISTANTS (SDPA) annual fall conference, Theodore Rosen, 
MD, professor of dermatology at Baylor College of Medicine 
in Houston, Texas, conducted a session on pigmentary 
disorders that may mimic vitiligo in appearance.

Vitiligo is an autoimmune disease that causes patches 
of the skin to lose their natural color. White or lightened 
patches form when the body destroys melanocytes. Rosen 
highlighted several other conditions that can cause discol-
oration in the epidermis.

 Tinea versicolor  This is a common fungal infection of the 
skin. The fungus interferes with the normal pigmenta-
tion of the skin, resulting in small, discolored patches. 
These patches may be lighter or darker in color than the 
surrounding skin and most commonly affect the trunk 
and shoulders. Factors that may predispose one to tinea 
versicolor include heat and humidity, and immunosuppres-
sion due to corticosteroids, pregnancy, or disorders such as 
undernutrition, diabetes, and others. Common treatments 
include the antifungal medication ketoconazole (only in 
topical form; the US Food and Drug Administration has 
issued 2 warnings about the oral tablets. Use of the medi-
cation carries the risk of serious liver damage and harmful 
interactions with other drugs).

 Idiopathic guttate hypomelanosis  This is a form of leuko-
derma that presents as small flat pale or white spots on 
the sun-exposed limbs. It becomes more common with age, 
affecting less than 50% of individuals in their fourth decade 
(31-40 years), 50% to 80% of individuals over 40 years of 
age, and more than 90% of those in their ninth decade (81-
90 years). The condition is uncommon in children and teens. 
The aetiopathogenesis of idiopathic guttate hypomelanosis 
is likely multifactorial, including the following:

 ⦁ Skin aging
 ⦁ Chronic sun exposure
 ⦁ Genetic factors
 ⦁ Trauma; other autoimmune factors

 Arsenic poisoning  Arsenic is a toxic metal, and global con-
tamination has increased significantly in the past decade. 
Repeated exposure can cause dermatological manifesta-
tions, including pigmentary changes. Rosen said arsenic 
is prevalent in well water, and he sees this condition more 
commonly in patients from Taiwan, Vietnam, Thailand, Ban-
gladesh, Mongolia, rural Mexico, and the Western United 
States. Arsenic toxicity causes dermatological changes, 
including hyperpigmentation and solar keratosis. There is 
no specific treatment for chronic arsenic poisoning.

Rosen concluded his session by urging clinicians to ex-
amine all pigmentary changes in patients. Although these 
are not always dangerous, they could be a sign of more 
serious underlying conditions.
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Management of Generalized 
Pustular Psoriasis
An expert dermatologist reviews generalized pustular psoriasis in  
2 patients and how he would approach treatment and management.

Kaitlyn Bader, Associate Editor

hen treating generalized pustular 
psoriasis (GPP), it is important to 
remember that “the goals…are to 
save a patient’s life and to reverse 

the generalized pustular psoriasis as quickly 
and effectively as we can,” said Mark Lebwohl, 
MD, dean of clinical therapeutics at the Icahn 
School of Medicine at Mount Sinai. He was the 
principal investigator of the spesolimab (Spe-
vigo; Boehringer Ingelheim) trial published in 
the New England Journal of Medicine that led to 
the recent FDA approval of the agent.

During a Dermatology Times® Case-Based 
Partner Perspective series, Lebwohl discussed 
two cases of GPP and how he approaches ag-
gressive disease. First, he reviewed the case of 
a 28-year-old female nurse with a long history 
of psoriasis affecting only her elbows. She had 
a past medical history of joint pain in her hands 
and a previous family history of psoriasis. After 
minimal success with nonsteroidal anti-in-
flammatory agents, her rheumatologist started 
her on 10 mg of prednisone. At this dose, her 
psoriasis cleared completely, and she was low-
ered to 5mg, after which she suddenly began 
experiencing flares. 

After continued fluctuation in prednisone 
dosage, the patient began to develop erythema 
and pustules on more than 50% of her body. 
By the time Lebwohl treated her, she had been 
on more than 60 mg of prednisone for over 6 
months. 

“I still remember her shivering.…One of the 
things that pustular psoriasis does is…interfere 
with the normal functions of your skin. Most of 
us don’t even think about what our skin does 
until we are presented with a patient like this. 
She was hypothermic; patients can come in hy-
pothermic or febrile with pustular psoriasis. [In 
addition,] she had swollen legs because she was 
in high-output cardiac failure. She’s 28 years 
old. Her heart was normal, but it could not keep 
up with the demands of this severe extreme 
inflammation. Her heart rate was 105 or more,” 

Lebwohl noted. 
His main takeaway from this patient was that 

systemic steroids should no longer be used 
to treat GPP. According to Lebwohl, between 
1969 and 1971, two dermatologists named Ryan 
and Baker studied over 100 patients in a trial 
comparing folic acid analog—a drug similar to 
methotrexate—to systemic steroids for the treat-
ment of pustular psoriasis. Nearly a quarter of 
the patients in the systemic steroid arm died. 

“The most common cause of pustular pso-
riasis is the withdrawal of systemic steroids. 
That’s why we generally try to not use systemic 
steroids in psoriasis patients in general, but 
specifically in patients with pustular psoriasis. 
That’s one lesson that we learned from this 
case,” Lebwohl said. 

One of the worst adverse effects of GPP and 
one that commonly leads to death is the barrier 
the skin creates against bacteria. Many patients 
with GPP are reported to have developed sepsis, 
specifically staph sepsis. Lebwhol explained that 
when treating patients with GPP, he monitors 
their heart closely because high-output cardiac 
failure is common and difficult to treat, irrespec-
tive of age or health status. 

The next patient he discussed was a 
64-year-old woman with a long history of 
plaque psoriasis. She had no known trigger, 
developed fever and pustules on 50% of her 
body, and her legs swelled. She presented to a 
dermatology provider with a fever of 102°, body 
chills, pitting edema of both lower extremi-
ties, a heart rate of 105, and blood pressure of 
90/60. When the patient was admitted to the 
hospital, she had a hematocrit of 30 with an 
MCV of 70, serum albumin of 3.5, a calcium 
level of 8, and serum creatinine of 1.5. 

At the time of admission, the patient was on 
calcipotriene ointment twice a day and halo-
betasol ointment on the weekends. She was also 
taking losartan for hypertension. 

“The reason that is important is [that] we’ve 
mentioned a number of drugs that can trigger 

psoriasis. On that list, we did not mention ACE 
inhibitors which are a known trigger of psoriasis. 
It turns out there are isolated reports of ARBs, 
angiotensin receptor blockers like losartan, 
triggering psoriasis, but they are few and far 
between,” he pointed out. 

When talking about this patient’s treatment, 
Lebwohl mentioned spesolimab—a fast-acting 
drug recently approved for GPP—as the pre-
ferred option. “What’s unique about the mecha-
nism of action [of spesolimab] is that there’s a 
group of patients born with the deficiency of the 
IL-36 receptor antagonist, a syndrome called 
DITRA. Those patients have a clear mechanism 
explaining why IL-36 is in the pathway for the 
development of psoriasis. By blocking IL-36 or 
its receptor with drugs like spesolimab, that 
opens an opportunity to save patients quickly. In 
fact, in the phase 1 study, the majority of patients 
treated with a single infusion of spesolimab 
cleared quickly. By day 8, most were cleared,” 
he said. 

According to Lebwohl, spesolimab is cur-
rently the best treatment for GPP because it has 
proven positive results, is FDA-approved, and 
providers have seen for themselves that it works 
quickly. Patients with GPP can become very ill in 
a short time, so clearing GPP is critical. 

Lebwohl concluded the series by stressing 
that many of his colleagues are still unaware of 
the benefits of spesolimab, and that it is crucial 
to spread the word to as many physicians as 
possible. Every physician needs to learn quickly 
about spesolimab and what can be given along 
with it, he advised, and be prepared to have their 
paperwork ready to get spesolimab for patients 
as quickly as possible, as GPP is a life-threaten-
ing disease.
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How to Properly 
Use Lasers in 
Skin of Color
Andrew Alexis, MD, MPH, shared his best 
tips for safe and e� ective treatments in 
these patients at the 2022 SDPA Conference.

Kaitlyn Bader, Associate Editor

t this year’s 
Society of 
Dermatology 
Physician 
Assistants 
Conference in 
Miami, Flor-
ida, Andrew 
Alexis, MD, 

MPH, vice-chair for diversity and 
inclusion in the Department of Derma-
tology and professor of clinical derma-
tology at Weill Cornell Medical College 
in New York City, o� ered recommen-
dations about the safe and e� ective 
laser treatment of various aesthetic 
concerns in patients of color.

Over the past couple of years, the 
number of these patients undergoing 
laser-based procedures has increased 
considerably, Alexis explained, 
pointing out that dermatologists 
must understand the structural and 
functional di� erences between lightly 
and heavily pigmented skin. � e main 
di� erences are that darker skin has 
increased epidermal melanin, melano-
cyte lability, and reactive fibroblasts.

Other factors to consider include 
patient di� erences in terms of aes-
thetic concerns and preferred treat-
ment options and the higher risk of 
pigmentary and scarring complica-
tions in darker skin. Leading issues for 
these patients are hyperpigmentation, 
unwanted hair, and textural irregu-
larities. � us, it is crucial to think 
about controlled injury versus the risk 
of scarring, Alexis said.

To avoid complications, physicians 
need to know everything about the 
laser devices used in their  practice. 

If the laser is new, Alexis advises 
clinicians to perform spot tests before 
treating areas like the face. It is also 
important to know the patient’s 
ancestry because ancestral origin can 
signi� cantly a� ect how skin of color 
will react to speci� c laser treatments. 
Dermatologists should also ask about 
the patient’s response to sun exposure, 
insect bites, and burns as well as any 
history of keloids (hypertrophic scars) 
to better understand their Fitzpatrick 
skin type.

Knowing the Fitzpatrick category 
is one of the most important fac-
tors when selecting a laser device to 
ensure there is no post-in� ammatory 
hyperpigmentation, a common 
adverse e� ect of laser treatments. To 
prevent burns, Alexis recommends 
using longer wavelengths that achieve 
deeper penetration.

Laser resurfacing in skin of color 
was previously frowned upon due to 
the high complication rates of ablative 
treatments, Alexis noted, but today 
nonablative fractural treatment o� er 
another option to this patient popula-
tion. To further prevent hyperpigmen-
tation, Alexis recommends using lower 
density levels, allowing enough time 
for adequate cooling, and using hydro-
quinone if needed after treatment.
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Drug 
Pipeline

Breakthroughs and approvals we can 
expect in the coming year 
Nicholas Brownstone, MD, Staff Correspondent

he skin is the body’s largest organ, 
and dermatologists must be able to 
treat a variety of pathologies, includ-
ing infectious, neoplastic, autoim-
mune, inflammatory, genetic, and 
traumatic. They must also know 

how to apply the many therapies developed 
to treat these different conditions, among 
them monoclonal antibodies, JAK inhibitors, 
DMARDs, steroids, antibiotics, and chemo-
therapeutic agents whose administration may 
be topical, oral, intravenous, intralesional, 
subcutaneous, or intramuscular. As a result, 
dermatology has always been one of the most 
robust markets for pharmaceuticals, one that 
is expected to reach $64 billion by 2027, which 
represents a compound annual growth rate of 
12.9%.1 Such growth is driven not only by an 
increased incidence of common dermatoses 
such as acne, atopic dermatitis, and psoriasis, 
but also by patient demand for medications to 
treat common diseases for which there are no 
approved therapies and rare ones like epider-
molysis bullosa. 

Although there are more than 10 biologic 
agents available for use against psoriasis, 
more are in development given the common 
nature of the disease and the need for more 
effective therapies to address psoriasis and 
psoriatic arthritis. Adalimumab (Humira; 
AbbVie), the best-selling drug of 2020 with 

over $20 billion in sales, was approved by 
the FDA for multiple dermatologic condi-
tions, including psoriasis, psoriatic arthritis, 
and hidradenitis suppurativa. Traditionally 
considered one of the best medications for 
inhibiting joint destruction, its efficacy in the 
skin is modest due to the fact that only 71% 
of patients achieve PASI 75 at week 16.2 By 
contrast, risankizumab (Skyrizi; Boehringer 
Ingelheim & AbbVie) is a new biologic for the 
condition whose use led to a PASI of 90 in 73% 
of patients.3 This highlights the continued 
need for newer, more effective therapies 
and particularly for those with lower rates of 
adverse events (AEs). This article will review 
some of the key dermatology drugs that may 
be approved in the coming year. 

One of the most anticipated approvals 
is for ritlecitinib (Pfizer), a dual inhibitor of 
the TEC group of tyrosine kinases and Janus 
kinase 3 (JAK3) for the treatment of alopecia 
areata (AA). This autoimmune disease causes 
patchy hair loss on the scalp and can progress 
to hair loss in the entire body. It is important 
to treat AA because it is associated with poor 
health-related quality of life and can lead 
to psychological morbidities like anxiety 
and depression.4 Until the recent approval 
of baricitinib, a JAK 1 inhibitor, there were 
no FDA-approved therapies for the disorder 
and clinicians relied on minimally effective 

approaches with intralesional or topical 
corticosteroids. 

Ritlecitinib was studied in the phase 2a 
ALLEGRO trial (NCT03732807), a random-
ized, double-blind, multicenter study of 
patients with moderate to severe alopecia 
areata (≥ 50% scalp hair loss), including 
patients with totalis (complete hair loss on 
scalp) and universalis (complete hair loss over 
entire body). Ritlecitinib had an effect as early 
as 6 weeks, and after 24 months, at least 50% 
of patients who received it achieved a SALT-30 
score and 25% a SALT-90 score.5 Sixty-seven 
percent of patients reported at least 1 AE. 
The most common AEs were headache (5/48 
[10%]), nasopharyngitis (5/48 [10%]), and 
upper respiratory tract infection (4/48 [8%]).6

In 2021, the FDA issued a warning about 
increased risk of health-related events like 
myocardial infarction, cerebral vascular 
accident, cancer, and death associated with 
JAK inhibitors like baricitinib.7 Preliminary 
data has shown that ritlecitinib may not have 
these side effects and, in particular, has now 
shown changes in lipid labs.8 “It is clear that 
alopecia areata treatment remains a need for 
many dermatology patients,” said Christo-
pher G. Bunick, MD/PhD associate professor 
of dermatology at Yale School of Medicine. 
“Baricitinib was a major advance in care 
for AA patients; however, more therapeutic 
options are needed to help patients overcome 
this complex disease. Ritlecitinib differs from 
the current JAK inhibitor approved for AA 
because its mechanism of action is two-part: 
TEC kinase and JAK3 inhibition.” 

Another candidate drug expected to be 
approved in 2023 is beremagene geperpavec 
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this has the potential to improve the treatment of 
rare dermatologic diseases. 

It was expected that bimekizumab (Bimzel, 
UCB), a pipeline biologic medication for pso-
riasis, would be approved in 2022, but it was 
delayed by the FDA. It is an interleukin (IL)-17 
blocker that selectively blocks IL-17A and IL-17F. 
It was studied versus secukinumab, and at week 
16, 61.7% of patients in the bimekizumab group 
and 48.9% in the secukinumab group achieved 
PASI 100. Thus, bimekizumab was shown to be 
superior to secukinumab, which is already one 
of the most effective medications for psoriasis.10 
Furthermore, in a phase 2b study, bimekizumab 
achieved significant improvements, with an 
acceptable safety profile, in the ACR50 score 
compared with placebo. Although additional 
long-term studies are needed, bimekizumab 
appears to be one of the most efficacious biolog-
ics for psoriasis and psoriatic arthritis. “Bime-
kizumab has shown excellent clinical results 
in psoriasis and psoriatic arthritis, the clinical 
space where it is likely to be approved and 
excel in patient outcomes, including PASI-100 
responses, and it may also provide substantial 
benefit to patients with hidradenitis suppura-
tiva,” Bunick said. 

The coming year will prove to be an exciting 
one for dermatologic therapy and pharmacol-
ogy. Given the more than 3000 diseases of the 
skin, hair, and nails that dermatologists have to 
treat, new and improved medications are always 
welcome and highly anticipated in this ever-
evolving specialty.11 
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(B-VEC) for the treatment of recessive dystrophic 
epidermolysis bullosa (RDEB). This chronic 
genodermatosis causes blistering, ulcerations, 
and scarring due to a mutation in COL7A1, 
which encodes collagen IIV (the anchoring fibril 
component of the basement membrane zone). 
B-VEC is a topical agent that can be repeatedly 
applied without serious AEs. Randomized,  

placebo- controlled phase 1 and 2 clinical trials 
using B-VEC topically met important end points, 
including primary and secondary objectives of 
C7 expression, anchoring fibril assembly, wound 
surface area reduction, duration of wound clo-
sure, and time to wound closure following B-VEC 
therapy.9 No deaths or serious AEs were reported 
in the studies. Novel drug technology such as 
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Explore the benefits of ceramide-containing skincare for 
patients with diabetes in this 2-minute highlights video

New research demonstrates ceramide-containing 
skincare improves diabetes mellitus-related 
skin conditions and patient quality of life.1

SKINCARE

IMPROVE DIABETES-RELATED

CERAMIDE-CONTAINING
WITH

SKIN CONDITIONS
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