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GEP may improve melanoma diagnosis, 
reduce unnecessary biopsies.
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may help prevent PIH in patients of color.
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new challenges in occupational dermatoses.
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match treatment to patient need.
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DO’S AND DON’TS FOR PLASMA PEN

Identifying Body Dysmorphic Disorder

Read
Aesthetic 
Authority™’s  Smoke and 
Mirrors section, starting on 
page 21.

GAME CHANGERS CONTINUES ON PAGE 41

T he past year gave dermatologists ample cause for both 
celebration and frustration as they looked for-
ward to new drugs, devices, and technology 
to optimize patient care. Here, Dermatol-

ogy Times® editorial advisory board members 
weigh in on the good, bad, and still-TBD 
changes that shaped the specialty 
during 2021.

ALTHOUGH THE CUTANEOUS MANIFESTATIONS OF ATOPIC DERMATITIS (AD) may be easy to diagnose in 
patients with lighter Fitzpatrick skin types, the untrained eye may not be so quick to recognize this com-
mon condition in patients with skin of color (SOC). Clinicians need to closely review the key di� erences 
and subtle signs in presentation to accurately diagnose, treat, and appropriately manage AD in patients 
with SOC, said Ama Alexis, MD, a specialist in adult and pediatric allergy, asthma, and immunology at 
NYU Langone Health in New York, New York. 

In her presentation at the American College of Allergy, Asthma & Immunology annual meeting in New 
Orleans, Louisiana, Alexis detailed how to assess AD in SOC.1
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SKYRIZI is the only 4-dose-a-year biologic
in psoriasis that offers a single-dose pen1

Same SKYRIZI you know and trust,
now in a single 150 mg/mL injection1*

Consistent efficacy and safety profile1-2

In-office or at-home administration
after proper training1

 SKYRIZI is also available in a 150 mg/mL prefilled syringe

* Bioequivalence was demonstrated between a single 150 mg/mL injection and
two 75 mg/0.83 mL injections in a prefilled syringe. Bioequivalence was also 
demonstrated between 150 mg/mL prefilled syringe and prefilled pen.3

SKYRIZI IS NOW AVAILABLE AS A SINGLE 150 mg INJECTION 

For adults with moderate to severe plaque psoriasisFor adults with moderate to severe plaque psoriasis

4 TIMES A YEAR1
1 INJECTION

After Week 0 and 4 Injections

©2021 AbbVie Inc. North Chicago, IL 60064 US-SKZ-210456 June 2021 Printed in U.S.A.

be confi rmed. Monitor patients for signs and symptoms 
of active TB during and after SKYRIZI treatment. Do not 
administer SKYRIZI to patients with active TB.

Administration of Vaccines
•  Avoid use of live vaccines in patients treated with SKYRIZI. 

Medications that interact with the immune system may 
increase the risk of infection following administration of 
live vaccines. Prior to initiating SKYRIZI, complete all age 
appropriate vaccinations according to current immunization 
guidelines.

Adverse Reactions
•   Most common (≥1%) adverse reactions associated with 

SKYRIZI include upper respiratory infections, headache, 
fatigue, injection site reactions, and tinea infections.

SKYRIZI is available in a 150 mg/mL prefi lled syringe and pen.

Infection
•  SKYRIZI® (risankizumab-rzaa) may increase the risk of 

infection. Do not initiate treatment with SKYRIZI in patients 
with a clinically important active infection until it resolves or 
is adequately treated. 

•  In patients with a chronic infection or a history of recurrent 
infection, consider the risks and benefi ts prior to prescribing 
SKYRIZI. Instruct patients to seek medical advice if signs or 
symptoms of clinically important infection occur. If a patient 
develops such an infection or is not responding to standard 
therapy, closely monitor and discontinue SKYRIZI until the 
infection resolves.

Tuberculosis (TB)
•  Prior to initiating treatment with SKYRIZI, evaluate for TB 

infection and consider treatment in patients with latent or 
active TB for whom an adequate course of treatment cannot 

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Data on fi le, ABVRRTI71470. AbbVie Inc. 3. Lon HK, Cheng L, Nudurupati S, et al. Pharmacokinetic 
comparability of risankizumab formulations in prefi lled syringe and auto-injector for subcutaneous injection. Clin Ther. 2021;43(3):629-636. doi:10.1016/j.clinthera.2021.01.009

Please see the Brief Summary of the Full Prescribing Information on the following page.

ADMINISTRATION INSTRUCTIONS1

SKYRIZI is intended for use under the guidance and supervision of a healthcare professional. Patients may self-inject 
SKYRIZI after training in subcutaneous injection technique. Provide proper training to patients and/or caregivers on the 
subcutaneous injection technique of SKYRIZI according to the Instructions for Use.

INDICATION1

SKYRIZI is indicated for the treatment of moderate to severe plaque psoriasis in adults who are candidates for systemic therapy
or phototherapy.

IMPORTANT SAFETY INFORMATION1
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DO NOT RE-SIZE

SKYRIZI® (sky-RIZZ-ee) (risankizumab-rzaa) injection, for subcutaneous use PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE 
SKYRIZI® is indicated for the treatment of moderate-to-severe plaque psoriasis in adults who are candidates 
for systemic therapy or phototherapy.  

CONTRAINDICATIONS 
None.  

WARNINGS AND PRECAUTIONS 
Infections 
SKYRIZI may increase the risk of infections. In clinical studies, infections occurred in 22.1% of the SKYRIZI 
group compared to 14.7% of the placebo group through 16 weeks of treatment. Upper respiratory tract 
infections and tinea infections occurred more frequently in the SKYRIZI group than in the placebo group. 
Subjects with known chronic or acute infections were not enrolled in clinical studies [see Adverse Reactions].  
The rate of serious infections for the SKYRIZI group and the placebo group was ≤ 0.4%. Treatment with 
SKYRIZI should not be initiated in patients with any clinically important active infection until the infection 
resolves or is adequately treated.  
In patients with a chronic infection or a history of recurrent infection, consider the risks and benefits prior 
to prescribing SKYRIZI. Instruct patients to seek medical advice if signs or symptoms of clinically important 
infection occur. If a patient develops such an infection or is not responding to standard therapy, monitor the 
patient closely and do not administer SKYRIZI until the infection resolves.  
Tuberculosis 
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with SKYRIZI. Across the Phase 3 
psoriasis clinical studies, of the 72 subjects with latent TB who were concurrently treated with SKYRIZI and 
appropriate TB prophylaxis during the studies, none developed active TB during the mean follow-up of  
61 weeks on SKYRIZI. Two subjects taking isoniazid for treatment of latent TB discontinued treatment due to 
liver injury. Of the 31 subjects from the IMMHANCE study with latent TB who did not receive prophylaxis during 
the study, none developed active TB during the mean follow-up of 55 weeks on SKYRIZI. Consider  
anti-TB therapy prior to initiating SKYRIZI in patients with a past history of latent or active TB in whom an 
adequate course of treatment cannot be confirmed. Monitor patients for signs and symptoms of active TB 
during and after SKYRIZI treatment. Do not administer SKYRIZI to patients with active TB.  
Administration of Vaccines 
Avoid use of live vaccines in patients treated with SKYRIZI. Medications that interact with the immune system 
may increase the risk of infection following administration of live vaccines. Prior to initiating therapy with 
SKYRIZI, complete all age-appropriate vaccinations according to current immunization guidelines. No data are 
available on the response to live or inactive vaccines. 

ADVERSE REACTIONS 
The following adverse reactions are discussed in greater detail in other sections of labeling:  
• Infections [see Warnings and Precautions] 
  
Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse drug reaction rates observed in 
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may 
not reflect the rates observed in practice.  
A total of 2234 subjects were treated with SKYRIZI in clinical development trials in plaque psoriasis. Of these, 
1208 subjects with psoriasis were exposed to SKYRIZI for at least one year.  
Data from placebo- and active-controlled trials were pooled to evaluate the safety of SKYRIZI for up to  
16 weeks. In total, 1306 subjects were evaluated in the SKYRIZI 150 mg group.  
Table 1 summarizes the adverse drug reactions that occurred at a rate of at least 1% and at a higher rate in 
the SKYRIZI group than the placebo group during the 16-week controlled period of pooled clinical trials.  
    

Table 1. Adverse Drug Reactions Occurring in ≥ 1% of Subjects on SKYRIZI through Week 16 

Adverse Drug Reactions 
SKYRIZI  
N = 1306  

n (%)

Placebo  
N = 300  

n (%)

Upper respiratory infectionsa 170 (13.0) 29 (9.7)

Headacheb 46 (3.5) 6 (2.0) 

Fatiguec 33 (2.5) 3 (1.0)

Injection site reactionsd 19 (1.5) 3 (1.0)

Tinea infectionse 15 (1.1) 1 (0.3)
a Includes: respiratory tract infection (viral, bacterial or unspecified), sinusitis (including acute), rhinitis, 
nasopharyngitis, pharyngitis (including viral), tonsillitis  
b Includes: headache, tension headache, sinus headache, cervicogenic headache   
c Includes: fatigue, asthenia  
d Includes: injection site bruising, erythema, extravasation, hematoma, hemorrhage, infection, inflammation, 
irritation, pain, pruritus, reaction, swelling, warmth  
e Includes: tinea pedis, tinea cruris, body tinea, tinea versicolor, tinea manuum, tinea infection, 
onychomycosis  

Adverse drug reactions that occurred in < 1% but > 0.1% of subjects in the SKYRIZI group and at a higher rate 
than in the placebo group through Week 16 were folliculitis and urticaria.  
Specific Adverse Drug Reactions 
Infections 
In the first 16 weeks, infections occurred in 22.1% of the SKYRIZI group (90.8 events per 100 subject-years)  
compared to 14.7% of the placebo group (56.5 events per 100 subject-years) and did not lead to 
discontinuation of SKYRIZI. The rates of serious infections for the SKYRIZI group and the placebo group were 
≤0.4%. Serious infections in the SKYRIZI group included cellulitis, osteomyelitis, sepsis, and herpes zoster.  
In ULTIMMA-1 and ULTIMMA-2, through Week 52, the rate of infections (73.9 events per 100 subject-years) 
was similar to the rate observed during the first 16 weeks of treatment.  

Safety Through Week 52 
Through Week 52, no new adverse reactions were identified, and the rates of the adverse reactions were 
similar to those observed during the first 16 weeks of treatment. During this period, serious infections that led 
to study discontinuation included pneumonia.  
Immunogenicity 
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is 
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay 
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies in the studies described below with the incidence 
of antibodies in other studies or to other products, including other risankizumab products, may be misleading.  
By Week 52, approximately 24% (263/1079) of subjects treated with SKYRIZI at the recommended dose 
developed antibodies to risankizumab-rzaa. Of the subjects who developed antibodies to risankizumab-rzaa,  
approximately 57% (14% of all subjects treated with SKYRIZI) had antibodies that were classified as 
neutralizing. Higher antibody titers in approximately 1% of subjects treated with SKYRIZI were associated with 
lower risankizumab-rzaa concentrations and reduced clinical response.  

USE IN SPECIFIC POPULATIONS 
Pregnancy 
Pregnancy Exposure Registry 
There is a pregnancy exposure registry that monitors outcomes in women with plaque psoriasis who become 
pregnant while treated with SKYRIZI. Patients should be encouraged to enroll by calling 1-877-302-2161. 
Risk Summary 
Limited available data with SKYRIZI use in pregnant women are insufficient to evaluate a drug associated risk 
of major birth defects, miscarriage, or adverse maternal or fetal outcome. Human IgG is known to cross the 
placental barrier; therefore, SKYRIZI may be transmitted from the mother to the developing fetus.  
In an enhanced pre- and post-natal developmental toxicity study, pregnant cynomolgus monkeys were 
administered subcutaneous doses of 5 and 50 mg/kg risankizumab-rzaa once weekly during the period of 
organogenesis up to parturition. At the 50 mg/kg dose [20 times the maximum recommended human dose 
(MRHD); 2.5 mg/kg based on administration of a 150 mg dose to a 60 kg individual], increased fetal/infant  
loss was noted in pregnant monkeys (see Data). No risankizumab-rzaa-related effects on functional or 
immunological development were observed in infant monkeys from birth through 6 months of age. The clinical 
significance of these findings for humans is unknown.  
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The background risk 
of major birth defects and miscarriage for the indicated population is unknown. In the U.S. general population, 
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 
2% to 4% and 15% to 20%, respectively.  
Data 
Animal Data 
An enhanced pre- and post-natal developmental toxicity study was conducted in cynomolgus monkeys. 
Pregnant cynomolgus monkeys were administered weekly subcutaneous doses of risankizumab-rzaa of 5 or  
50 mg/kg from gestation day 20 to parturition and the cynomolgus monkeys (mother and infants) were 
monitored for 6 months after delivery. No maternal toxicity was noted in this study. There were no 
treatment-related effects on growth and development, malformations, developmental immunotoxicology 
or neurobehavioral development. However, a dose-dependent increase in fetal/infant loss was noted in the 
risankizumab-rzaa-treated groups (32% and 43% in the 5 mg/kg and 50 mg/kg groups, respectively) compared 
to the vehicle control group (19%). The increased fetal/infant loss in the 50 mg/kg group was considered to be 
related to risankizumab-rzaa treatment. The no observed adverse effect level (NOAEL) for maternal toxicity was 
identified as 50 mg/kg (20 times the MRHD, based on mg/kg comparison) and the NOAEL for developmental 
toxicity was identified as 5 mg/kg (2 times the MRHD, based on mg/kg comparison). In the infants, mean serum 
concentrations increased in a dose-dependent manner and were approximately 17-86% of the respective 
maternal concentrations. Following delivery, most adult female cynomolgus monkeys and all infants from the 
risankizumab-rzaa-treated groups had measurable serum concentrations of risankizumab-rzaa up to 91 days 
postpartum. Serum concentrations were below detectable levels at 180 days postpartum.  
Lactation 
Risk Summary 
There are no data on the presence of risankizumab-rzaa in human milk, the effects on the breastfed infant, 
or the effects on milk production. Maternal IgG is known to be present in human milk. The developmental and 
health benefits of breastfeeding should be considered along with the mother’s clinical need for SKYRIZI and 
any potential adverse effects on the breastfed infant from SKYRIZI or from the underlying maternal condition.  
Pediatric Use 
The safety and efficacy of SKYRIZI in pediatric patients less than 18 years of age have not yet been established.  
Geriatric Use 
Of the 2234 subjects with plaque psoriasis exposed to SKYRIZI, 243 subjects were 65 years or older and  
24 subjects were 75 years or older. No overall differences in risankizumab-rzaa exposure, safety or 
effectiveness were observed between older and younger subjects who received SKYRIZI. However, the number 
of subjects aged 65 years and older was not sufficient to determine whether they respond differently from 
younger subjects.  

OVERDOSAGE 
In the event of overdosage, monitor the patient for any signs or symptoms of adverse reactions and administer 
appropriate symptomatic treatment immediately.  

NONCLINICAL TOXICOLOGY 
Carcinogenesis, Mutagenesis, Impairment of Fertility 
Carcinogenicity and mutagenicity studies have not been conducted with SKYRIZI.  
No effects on male fertility parameters were observed in sexually mature male cynomolgus monkeys 
subcutaneously treated with 50 mg/kg risankizumab-rzaa (at 20 times the clinical exposure at the MRHD, 
based on mg/kg comparison) once weekly for 26 weeks.  
  

PATIENT COUNSELING INFORMATION 
Advise the patient and/or caregiver to read the FDA-approved patient labeling (Medication Guide and 
Instructions for Use).   
Infections 
Inform patients that SKYRIZI may lower the ability of their immune system to fight infections. Instruct patients 
of the importance of communicating any history of infections to the healthcare provider and contacting their 
healthcare provider if they develop any symptoms of an infection [see Warnings and Precautions].  
Administration of Vaccines 
Advise patients that vaccination with live vaccines is not recommended during SKYRIZI treatment and 
immediately prior to or after SKYRIZI treatment. Medications that interact with the immune system may 
increase the risk of infection following administration of live vaccines. Instruct patients to inform the healthcare 
practitioner that they are taking SKYRIZI prior to a potential vaccination [see Warnings and Precautions]. 
Administration Instruction 
Instruct patients or caregivers to perform the first self-injected dose under the supervision and guidance of a 
qualified healthcare professional for training in preparation and administration of SKYRIZI, including choosing 
anatomical sites for administration, and proper subcutaneous injection technique.  
If using SKYRIZI 75 mg/0.83 mL, instruct patients or caregivers to administer two 75 mg single-dose syringes 
to achieve the full 150 mg dose of SKYRIZI.  
Instruct patients or caregivers in the technique of pen or syringe disposal.  
Pregnancy 
Advise patients that there is a pregnancy registry that monitors pregnancy outcomes in women with plaque 
psoriasis exposed to SKYRIZI during pregnancy and patients can call 1-877-302-2161 [see Use in Specific 
Populations]. 
 
Manufactured by:  
AbbVie Inc.  
North Chicago, IL 60064, USA   
US License Number 1889 

SKYRIZI® is a registered trademark of AbbVie Biotechnology Ltd.  
© 2019-2021 AbbVie Inc.  
Ref: 20067753-R2  Revised:  April, 2021 
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Make 2022 Every Patient’s Personal Best
by MIKE HENNESSY JR 

WHO DOES NOT WANT TO LOOK AND FEEL THEIR BEST? That 
aim revolutionized primary health care decades ago. People 
stopped looking to their physicians exclusively as resources 
to treat an illness or perform surgery and started working with 
them as proactive partners in achieving their overall health, fit-
ness, and longevity goals.  

Now dermatology is benefiting from a similar shift in think-
ing. The same patient who comes to a dermatology practice with 
concerns about a potentially malignant lesion may be back in 
the office the next week for an injectable to smooth forehead 
lines or body contouring. Today’s patient wants their physician’s 
expertise to help develop a preventive regimen to keep their skin 
both healthy and youthful, but they also require the assurance 
that, if something goes wrong, this trusted medical expert will 
treat them safely and effectively.

Patient demand for a one-stop shop for skin care opens up 
major opportunities for dermatologists to serve their patients 
better and build their practices. Far from a vanity project, aes-
thetic medicine is big business. By 2028, Grand View Research 
predicts, this market will be worth $124.7 billion. That would rep-
resent a compound annual growth rate of 9.8% from 2021 to 
2028.1 According to another of the company’s reports, the glob-
al facial injectable market alone could be worth $27.7 billion in    
7 years.2 Because these procedures generally are not submitted 
for insurance claims, the numbers have even more bottom-line 
power for dermatology practices.

Clearly, patients are willing to invest in aesthetic dermatology. 
Factoring in the business declines during mandated COVID-19–
related office closures (8.1 weeks on average),3 even the pan-
demic could not slow pent-up demand for aesthetic procedures. 
The American Society of Plastic Surgeons’ most recent annual 
procedure report noted, “During the pandemic, 11% of women 
surveyed indicated they are more interested in cosmetic plastic 
surgery or nonsurgical procedures now than before COVID-19, 
and the figure is even higher among women who have already 
had surgery or a procedure—24%, respectively. Also, 35% of 
women who have previously had at least 1 cosmetic surgical 

procedure or minimally invasive procedure plan to spend signifi-
cantly or somewhat more on treatments in 2021 than in 2020.”3

Worldwide, 83% of the more than 14,500 “aesthetically con-
scious consumers” surveyed for a 2019 study said they were will-
ing to “invest” in their appearance, and 73% expected to spend 
on a physician-administered aesthetic treatment within a year.4

As much as the numbers, it was the attitude of study respond-
ents that sums up why aesthetic medicine is taking its place 
alongside medical dermatology as an essential part of any prac-
tice. Beauty is not skin deep; it goes to the very heart of self-es-
teem and quality-of-life for many patients. In fact, 69% of the 
study respondents said looking their best was important for 
daily activities, including their careers, and 63% of millenni-
als who responded said overall appearance impacts how suc-
cessful they are in life.

Dermatology Times® will keep its readers ahead of the curve 
with elevated content on both medical and aesthetic dermatol-
ogy. In print, online, on social media, and at conferences and 
industry events, our editorial team is committed to providing the 
360-degree coverage of aesthetic and medical breakthroughs 
that could be life- and/or lifestyle-changing. 

Starting in January 2022, Dermatology Times® takes that com-
mitment to the next level by incorporating the focus of its sister 
brand, Aesthetic Authority™, and the passion of those who con-
tributed to it, especially S. Randolph Waldman, MD, cofounder 
of Waldman Schantz Plastic Surgery Center in Lexington, Ken-
tucky, and founder of the Global Aesthetics Conferences, who 
served as editorial director for the brand, into its content pack-
age. Waldman also joins Dermatology Times® as an editorial 
advisory board member.

This powerful fusion ensures physicians can easily access 
the breaking news, top issues, and professional advice that can 
maximize how they practice now and prepare for the opportu-
nities ahead. 
MIKE HENNESSY JR, PRESIDENT AND CEO 

For full list of references, see dermatologytimes.com
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FROM OUR SISTER PUBLICATION, MEDICAL ECONOMICS®

6 Steps to Hiring Great 
Practice Staff

I nvesting time and attention in the medical practice staff hiring process 
can reduce costs and boost staff retention. 

In a busy medical office, an empty staff position can be a real prob-
lem. Days that were already full and often hectic are even more so. Patients 

are complaining. The instinctive response is to fill the slot ASAP. Resist the 
impulse! Any short-term relief will almost inevitably produce long-term aggra-
vation and higher employment costs.

The data vary widely, but it is generally agreed that filling a staff position 
costs more than the associated annual salary. Most of these costs are “soft costs” 
that have a real impact on productivity and operating costs but do not require 
the practice to write a check to cover them. They include:
	\ Lost productivity and increased overtime while the position is vacant
	\ Time associated with interviewing candidates
	\ Even more lost productivity and increased overtime while the new hire 
is learning the ropes
The biggest soft cost, however, is making a hiring mistake. Hiring carefully 

is worth the investment. Here are 6 steps to significantly reduce hiring costs:

 STEP 1:  DEFINE YOUR REQUIREMENTS
Experience and credentials are important but they are the easy part of describ-
ing requirements. The more difficult requirements are the ones not apparent 
in a résumé or transcript. They include:
	\ Personality. For instance, should the individual be cheerful? Optimistic? 
High-energy? Empathetic? Independent?
	\ Work ethic. Do you want a self-starter? Team player? Leader? Someone 
who is detail-oriented?
	\ Appearance and manner. Should the individual speak up? Look people 
in the eye? Be poised? Youthful? Mature?

 STEP 2:  DESCRIBE  THE IDEAL CANDIDATE
It will be useful to flesh out the attributes by actually describing how your 
ideal candidate would respond in 2 or 3 hypothetical situations. (You can use 
these hypotheticals in the eventual interviews.)

I also recommend describing the ideal candidate from the candidate’s point 
of view. To whom would the job be most appealing? To whom might the appeal 
be short-lived? Your best source of this information is your impression of staff, 
current and past. What type of person at what age and stage has performed well, 
been happy, and stayed a long time? What are the attributes of people who have 
not worked out well?

The object of the exercise is to have something definite against which to 

measure candidates. It is unlikely that you will find an ideal candidate, but you 
will get much closer if you know what you want and hold out for a reasonably 
good fit.

 STEP 3:  MAKE ADJUSTMENTS
You may discover that the highly professional, well-turned out, mature person 
you would really like to hire has no interest in the duties of the job and finds 
the compensation inadequate. A long-term solution requires adjustments to 
your requirements, the job, or both.

Think about more than adjustments in monetary compensation. More flex-
ible hours, the opportunity to learn, educational benefits, a pleasant workplace, 
and discounts on care and services are all examples of perks that have real value 
to candidates without necessarily increasing costs. Once you know the desired 
attributes, it becomes relatively easy to tailor the job to attract the ideal candidate.

 STEP 4:  ESTABLISH A PROCESS THAT WEEDS  
OUT CANDIDATES FOR YOU
Before anyone looks at candidate submissions, have someone respond to every 
one with a request for some action on the part of the candidate. The action 
should be related to the position so that the request maintains your credibil-
ity, but the task itself is unimportant.

The objective is to let casual candidates self-select out of the process. If you 
still have too many candidates to seriously consider, assign another task. About 
90% of the pool will drop out with each request.

 STEP 5:  VERIFY SELECTED RÉSUMÉ AND  
APPLICATION INFORMATION
If something on a résumé or application is important to you, independently 
verify the assertions. Otherwise, ignore the contents of those documents.

 STEP 6:  GIVE NEW HIRES AN EASY  WAY  
TO QUIT AFTER A SHORT TRIAL PERIOD
It is not at all unusual for a new hire to discover that accepting the job was a 
mistake. The sooner the new hire can admit it and move on, the less you will 
have lost in integrating the new person into the practice. A bonus is that your 
second choice may still be available and willing.

Hiring is a necessary evil. Investing time and attention in the process so that 
your hires are smart ones reduces the costs substantially. 

Carol Stryker is the founder of Symbiotic Solutions, a practice management consulting company. Send your practice manage-
ment questions to medec@mjhlifesciences.com.

CAROL STRYKER | Staff Correspondent

DermatologyTimes®December 2021
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legal eagle

The state medical board would be prohibited from publishing 
criminal ‘not guilty’ verdicts...that are otherwise required to be kept 
con� dential, including pending and dismissed malpractice actions.”

I Was Not Guilty of Sexual Assault! 
Why Must the Complaint Be Made Public?

by DAVID J. GOLDBERG, MD, JD

Goldberg is director of Skin Laser and Surgery Specialists of New York and New Jersey; past director of Mohs and Laser Research, Icahn School 
of Medicine at Mount Sinai in New York, New York; and adjunct professor of law at Fordham University School of Law in New York, New York.

Thus, she is devastated when she receives 
a summons from the state board of medical 
examiners. A patient she does not remember 
has � led a formal complaint against Love, alleg-
ing that she unlawfully and inappropriately 
touched her patient while performing a full-
body skin cancer examination. The patient is 
a well-known community activist and states in 
her complaint that it is time to root out people 
like Love. If found guilty, Love could lose her 
license to practice medicine and be forced to 
serve prison time. 

Love hires an attorney, and legal counsel 
assures her that she will be defended appropri-
ately. Because of her sterling reputation, Love 
hopes she will not be found guilty.  

In the process of considering the com-
plaint, the state medical board noticed that 
a prescription previously had been writ-
ten for the same patient, but nothing in the 
records suggested the reason. The presiding 
administrative judge felt that the embittered 
patient’s complaint was full of inconsistencies 
and exaggerations. 

However, the judge also felt that because of 
her embarrassment and anxiety over the falla-

cious sexual assault claim, Love had changed 
her story as time evolved. In the end, the sex-
ual assault charge was fully dismissed. Love 
received a reprimand for failing to keep proper 
records. Her attorney assured her that the rep-
rimand would have no impact on her standing 
in the community.  

Several months later, in accordance with 
policies stated on its website, the medical 
board published the full text of the initial state-
ment of charges, determinations, and � nal 
order against Love. The text on the publicly 
accessible website contained the initial com-
plaint of sexual assault. 

Love was upset. She asked her attorney 
whether doctors, who have a well-recognized 
right to con� dentiality during a medical disci-
plinary proceeding, lose that right even when 
the legal proceedings conclude with a not 
guilty verdict. Love understood that the claim 
of improper medical records would be made 
public. However, she asked, shouldn’t the dis-
missed claim of sexual assault be kept out of the 
public domain? 

In a similar case in New York, the court 
noted that accepted law re� ects a policy of 

keeping health care professional disciplinary 
proceedings con� dential until they conclude 
with a � nding of not guilty. The court noted 
that this policy was put in place to protect both 
the complainant patient and the defendant phy-
sician. The court determined that the only 
time a breach in con� dentiality is warranted is 
when a physician disciplinary board orders the 
“annulment, suspension without stay, or revo-
cation of the licensee’s license.” 

In the New York case and that of Love, only 
a reprimand was issued. Therefore, the state 
medical board had no right to publish any com-
ment regarding the alleged assault crime. 

The court also addressed the state medical 
board’s assertion that it had the discretionary 
authority to publish any physician pro� les on 
its website. The court acknowledged that such 
discretion had been granted to the state medical 
board. However, the discretion was not without 
some limitation. For example, the state medi-
cal board would be prohibited from publishing 
criminal “not guilty” verdicts and professional 
disciplinary matters that are otherwise required 
to be kept con� dential, including pending and 
dismissed malpractice actions. 

Love should have expected that, in many 
jurisdictions, her reprimand would be made 
public as more medical board websites list legal 
action against doctors. However, she was cor-
rect in her assumption that the sexual assault 
charge, to which she was found innocent, 
should not be made public. 

Dr Love is a pillar of the dermatologic community. She has 
practiced in her small rural town for 10 years; her patients love 
her, and her peers respect her. She is active in community ser-
vices, considers herself a religious person, and has never been 
the recipient of a legal complaint.
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cosmetic conundrums

It is impossible for a typical shampoo following the dandru�  
monograph to induce hair loss. The shampoo does not penetrate to the 
level of the follicle and therefore cannot a� ect hair growth.” 

Get the Facts on Flaking
by ZOE DIANA DRAELOS, MD

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

Q: What is postmenopausal dry scalp, and does it cause 
female pattern alopecia?
Postmenopausal dry scale and female pattern alopecia are common 
� ndings in women who see a dermatologist for hair and scalp issues. 
Remember, menopause occurs due to lack of estrogen, the hormone 
responsible for encouraging sebum production and scalp hair growth. 
This loss of estrogen from declining ovarian function may uncover 
female pattern hair loss, but the hair loss is unrelated to decreases in 
scalp sebum production.

However, the reduced sebum production does cause dry scalp and 
an accompanying decrease in scalp exfoliation, which may or may not be 
associated with itching. The scalp scale typically appears as � ne, pow-
dery white � akes; they do not respond to traditional seborrheic derma-
titis treatments because postmenopausal dry scalp is not related to fun-
gal overgrowth in the scalp microbiome. Thus, the removal of Malasse-
zia species produces no improvement. There is also no in� ammation, 
as evidenced by the white scale that is not serum stained yellow—unless 
scratching occurs as a response to itching—so topical corticosteroids are 
of minimal bene� t.

The best treatment for this condition is to remove the scale and mois-
turize the scalp. Shampoos containing salicylic acid are most useful and 
should be applied with vigorous scrubbing of the scalp to dislodge the 
skin scale. Shampooing and rinsing should be followed immediately 
with a dimethicone-containing instant conditioner for dry hair. Next, 
before the hair dries, a product with argan oil and dimethicone should be 
applied. The hair oil should be dispensed into the palm of one hand, and 
the � ngertips of the opposite hand should be rubbed into the oil and then 
into the scalp, avoiding the hair. The oil may reduce hair volume if inten-
tionally rubbed into the entire length of the hair. 

The procedure should be repeated with the opposite palm and � nger-
tips until the entire scalp has been oiled. If shampooing is infrequent and 
the scalp becomes dry again, it can be oiled between shampoos.

Some information posted on the internet erroneously suggests that 
hair oils cause further alopecia by “clogging” the follicular ostia. That is 
not possible—if it were true, hair would not grow due to the presence of 

sebum that leaves the sebaceous gland and exits the follicular ostia to form 
a � lm over the scalp skin.

Removing the scalp skin scale is important in alleviating postmen-
opausal pruritus because retained scale provides a surface on which 
sebum, sweat, and bacteria can collect. Usually, the itching will decrease 
once the scalp has been exfoliated. If using a shampoo with salicylic acid 
does not remove the scale, a salicylic acid scalp solution can be applied at 
bedtime and washed out the following day. If the scalp pruritus does not 
respond, a prescription topical corticosteroid may be indicated.

Q: Do dandruff shampoos encourage hair loss?
The internet is full of posts claiming that dandru�  shampoos cause hair 
loss. It is impossible for a typical shampoo following the dandru�  mono-
graph to induce hair loss. The shampoo does not penetrate to the level of 
the follicle and therefore cannot a� ect hair growth. 

However, the presence of dandru�  can indirectly discourage growth. 
Many people with dandru�  experience scalp itching, which varies with 
the severity of the dandru� . This itching leads to scratching that damages 
the hair cuticle, reducing the strength of the hair and eventually shear-
ing o�  the hair � ber, which results in hair loss. Thus, it is possible that 
patients who have dandru�  will experience increased hair loss but not due 
to the dandru�  shampoo; rather, scalp scratching can lead to inadvertent 
hair scratching and subsequent hair loss.

Q: Are scalp-camouflaging products damaging to the hair 
and scalp?
Many new camou� aging products on the market increase the appearance 
of hair fullness and camou� age scalp skin. These products are powders 
or short hair � bers, usually of animal origin. The particles are charged 
with static electricity so that they adhere to the native hairs and/or scalp. 
They may be further held in place with a hair spray–type product. These 
camou� aging products may be used safely by both men and women and 
are removed by shampooing. They do not damage the scalp or hair but 
should not be a deterrent to good scalp hygiene. 

DermatologyTimes®DECEMBER 2021
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finance & practice management

Do You Have the  
Right Financial Adviser?
by DAVID MANDELL, JD, MBA; AND BOB PEELMAN

Mandell is an attorney and founder of the wealth management firm OJM Group in Cincinnati, Ohio. Peelman is a partner and 
director of wealth advisers at OJM Group.

I f you pay a financial professional to 
handle wealth management for you, are 
you getting the right services for the 
fee? This is an important question, yet 

many dermatologists do not feel comfort-
able answering it because they do not have 
context. They do not know what other firms 
provide—only what their professional pro-
vides—so they cannot evaluate whether their 
service mix measures up.    

OJM Group’s book Wealth Management 
Made Simple addresses this topic in detail. It 
maps out the different types of financial advis-
ers in the marketplace, what their business 
model looks like, how they make money, and 
what types of conflict exist. While these are all 
critical factors in finding the right adviser, this 
article focuses on services provided. 

Here is a checklist of 5 key factors to con-
sider when talking to financial advisers. 

#1 A PORTFOLIO DESIGNED  
TO MATCH RISK TOLERANCE

Most dermatologists have given their advisers 
an idea of their risk tolerance—at least at the 
outset of working together. Age and a short-
ening retirement horizon, as well as changes 
to career and family, can dramatically affect 
an investor’s risk tolerance. Does your adviser 

periodically calculate the risk score of your 
current portfolio and compare it with your 
personal risk score? Nothing can take all the 
risk out of investing, but a thorough adviser 
will stress test a portfolio in a variety of mar-
ket scenarios and optimize asset allocation to 
match risk tolerance, even if it has changed 
over time. 

QUESTIONS TO ASK AN ADVISER:
1. How often will we review my (and my 
spouse’s) risk tolerance and compare it with 
our portfolio?

2. How do you handle recurring rebalanc-
ing so that the investments don’t “drift” 
away from an agreed-on risk profile?

#2 TAX-SAVVY ASSET MANAGEMENT
Many busy dermatologists focus pri-

marily on portfolio performance while over-
looking the impact of taxes on their invest-
ment returns. The cost of federal and state 
income and capital gains taxes on a portfolio 
depends on many factors: underlying invest-
ments, asset turnover, the structure in which 
the investments are held, the investor’s other 
income, and state of residence. 

Recent US stock market performance 

has exacerbated this impact for physicians in 
the top tax bracket, and new tax proposals 
may make this issue even more critical in the 
near future. A tax-savvy adviser understands 
the effects of current tax law on a portfolio’s 
assets and works to maximize the net after-
tax return. The adviser should implement tax 
harvesting strategies where applicable, coordi-
nate the tax consequences of rebalancing, and 
allocate investments to optimize the tax diver-
sification of a portfolio. 

QUESTIONS TO ASK AN ADVISER:
1. What is your process for determin-
ing how to match investments with the 
tax treatment of their accounts (ie, what 
goes into a tax-deferred account like anin-
dividual retirement account vs personal 
accounts)?

2. How often do you review my portfolio for 
possible tax loss/gain harvesting?

#3 ACCESS TO PRIVATE  
INVESTMENT OPPORTUNITIES

To offset the risk associated with market vol-
atility, most advisers will recommend a port-
folio that is diversified across a variety of asset 
classes. Traditional bonds often are used as 

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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finance & practice management

a risk mitigation strategy for many investors; 
however, many dermatologists may turn to 
their advisers in search of investment alterna-
tives with returns that do not correlate with 
stocks or bonds. An adviser who is well versed 
in alternative investments can offer investors 
a broad menu of options, including real estate 
investment trusts, commodities, managed 
futures, private debt, and private equity, and 
review the risk and fees associated with each 
option. Some advisers can also provide access 
to vetted private nontraded alternatives to help 
investors maximize returns while reducing 
overall portfolio risk. 

#4 REGULAR REPORTS TO CLARIFY 
HOW A PORTFOLIO IS DOING

If reports from an investment adviser do not 
paint a clear picture of a portfolio’s perfor-
mance, then it becomes difficult to work with 
that adviser to make decisions regarding your 
financial future. Reports should track net con-
tributions and withdrawals, present a cus-
tomized portfolio summary, and transpar-
ently show the portfolio’s performance, net of 
all fees. 

#5 TOTAL WEALTH MANAGEMENT, 
NOT SIMPLY INVESTMENTS

Does your adviser’s firm work only with 

investments, or is your adviser backed by a 
solid wealth management team? A multidis-
ciplinary wealth management firm includes 
specialists in areas of expertise affecting cli-
ents’ overall financial well-being. For exam-
ple, attorneys can analyze each asset and make 
recommendations to improve protection and 
reduce the asset’s level of exposure to lawsuits 
and other risks. CPAs can review tax returns 
and suggest ways to reduce or defer tax liabil-
ity, and insurance experts can review existing 
policies and present options that could reduce 
premiums and/or improve coverage. An 
adviser who can offer these areas of expertise 
within their firm is well equipped to become 
your financial quarterback and a resource for 
questions concerning any financial matter.

QUESTIONS TO ASK AN ADVISER:
1. Does your firm provide other planning 
areas, like asset protection, tax review, 
insurances, and financial planning?

2. How are we charged for these services?

CONCLUSION
Multiple surveys show that the No. 1 finan-
cial goal of physicians of all specialties, includ-
ing dermatologists, is to achieve a comfortable 
retirement on their own terms. To reach that 
goal and others, many dermatologists engage a 

financial adviser at some point. A crucial part 
of choosing—and deciding to remain with—a 
financial adviser or firm involves feeling com-
fortable with all the services provided. 
Disclosures:
OJM Group, LLC (OJM), is a US Securities and Exchange Commission (SEC)–reg-
istered 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 repre-
sentatives are in compliance with the current notice filing and registration require-
ments 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 reg-
istered or qualifies 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 services, send for 
a disclosure brochure as set forth on Form ADV using the contact information on 
the website. Please read the disclosure statement carefully before you invest or 
send money.

This article contains general information that is not suitable for everyone. The infor-
mation contained herein should not be construed as personalized legal or tax 
advice or as a recommendation of any particular security or strategy. There is no 
guarantee that the views and opinions expressed in this article will be appropri-
ate for your particular circumstances. Tax law changes frequently; accordingly, 
the information presented here is subject to change without notice. You should 
seek professional tax and legal advice before implementing any strategy dis-
cussed here.

LIKE WHAT  
YOU’RE READING? 
SUBSCRIBE TODAY!

“ Nothing can take all the risk out of investing, but a 
thorough adviser will stress test your portfolio in a variety 
of market scenarios and optimize asset allocation to match 
your risk tolerance, even if it has changed over time.”

DermatologyTimes®December 2021
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Quick TAKES

acne
Research shows that, compared with Caucasian patients, Black patients 
may be prescribed oral antibiotics less often, potentially leading to lower 
antibiotic resistance in this patient population.

Dermatologists must convey to 
patients that they understand the 
quality-of-life impact of PIH.

Although Caucasian patients with acne tend to be most concerned with 
the acne itself, postinfl ammatory hyperpigmentation (PIH) and scarring 
often top the list of acne-related concerns in patients with skin of color.

PIH, Scarring Pose 
Major Concerns for 
SOC Patients With Acne
Racial disparities in antibiotic prescription also infl uence 
treatment decisions.

JOHN JESITUS | Sta�  Correspondent

P atients with skin of color (SOC) often 
worry more about postin� ammatory 
hyperpigmentation (PIH) and scar-
ring than the acne itself, according to 

Valerie D. Callender, MD, at the Fall Clinical 
Dermatology Conference, held October 21 to 
24, 2021, in Las Vegas, Nevada, and virtually.1

“Dermatologists need to show empathy and 
understand the negative impact that PIH has on 
patients’ quality of life,” said Callender, a pro-
fessor of dermatology at Howard University 
College of Medicine and founder of Callender 
Dermatology & Cosmetic Center in Washing-
ton, DC. 

Because PIH can be emotionally devastat-
ing for patients with SOC, she said, clinicians 
must not only provide prompt treatment but 
also appreciate acne’s psychosocial toll. Lis-
tening goes a long way: “[Patients] say, ‘I want 
to get rid of these scars.’ But most of the time, 
they’re hyperpigmented macules, and not scar 
tissue.”2

Patients also may call PIH a blemish, which 
is another emotionally loaded term, according 
to Callender. “They may have a lot of makeup 

on to camou� age and cover up,” she said. “PIH 
can be di�  cult to camou� age. PIH is aestheti-
cally unpleasing to them, and they’re most likely 
emotionally concerned about it.” 

A study on adult female acne revealed that 
whereas the chief complaint of Caucasian 
patients is typically the acne itself, non-White 
patients prioritize PIH.3 “Early intervention 
and aggressive acne treatment are important in 
patients with SOC to treat as well as prevent 
acne-related PIH,” Callender said. “Initiate top-

ical retinoids and antibiotics—everything you 
can do—to get the acne under control to pre-
vent further PIH.”

Her presentation also included recent data 
suggesting that antibiotic resistance patterns 
may di� er between racial and ethnic groups. 
Two studies show that Black patients are less 
likely to receive oral acne therapy than Cauca-
sian patients.4,5 “These � ndings suggest that 
antibiotic resistance may be lower in patients 

SOC PATIENTSCONTINUES ON PAGE 17

“Early intervention and aggressive acne treatment are important in 
patients with SOC to treat as well as prevent acne-related PIH. Initiate 
topical retinoids and antibiotics—everything you can do—to get the 
acne under control.”

Valerie D. Callender, MD, professor of dermatology at Howard University College of Medicine 
and founder of Callender Dermatology & Cosmetic Center in Washington, DC

DECEMBER 2021
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR

OPZELURA was studied in 1249 adult and adolescent patients ≥12 years of age in 2 identically designed double-blind, randomized, vehicle-controlled 
trials (TRuE-AD1 and TRuE-AD2). In both studies, patients had 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 or vehicle BID 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

BID=twice daily; BSA=body surface area; IGA=lnvestigator's Global Assessment; JAK=Janus kinase; NRS=numeric rating scale.  

Discover the difference at OpzeluraHCP.com

NEW 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 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 
inflammatory 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 
candidiasis and pneumocystosis. 

•  Bacterial, viral, 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 benefits 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.

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, 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.

Please see additional Important Safety Information 
on following page. 

Please see Brief Summary of Full Prescribing 
Information on following pages.
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR

OPZELURA was studied in 1249 adult and adolescent patients ≥12 years of age in 2 identically designed double-blind, randomized, vehicle-controlled 
trials (TRuE-AD1 and TRuE-AD2). In both studies, patients had 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 or vehicle BID 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

BID=twice daily; BSA=body surface area; IGA=lnvestigator's Global Assessment; JAK=Janus kinase; NRS=numeric rating scale.  

Discover the difference at OpzeluraHCP.com

NEW 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 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 
inflammatory 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 
candidiasis and pneumocystosis. 

•  Bacterial, viral, 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 benefits 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.

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, 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.

Please see additional Important Safety Information 
on following page. 

Please see Brief Summary of Full Prescribing 
Information on following pages.
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OPZELURA is a trademark of Incyte. 
Incyte and the Incyte logo are registered trademarks of Incyte. 
© 2021, Incyte Corporation.  MAT-OPZ-00096  09/21

SERIOUS INFECTIONS (continued)

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

Higher rate of all-cause mortality, including sudden 
cardiovascular death, has been observed in patients 
treated with oral Janus kinase inhibitors for 
inflammatory conditions. 

MALIGNANCIES

Lymphoma and other malignancies have been 
observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions. Patients 
who are current or past smokers are at additional 
increased risk. 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.

MAJOR ADVERSE CARDIOVASCULAR EVENTS 
(MACE)

Higher rate of MACE (including cardiovascular 
death, myocardial infarction, and stroke) has been 
observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions. 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 these symptoms occur.

THROMBOSIS

Thrombosis, including deep venous thrombosis, 
pulmonary embolism, and arterial thrombosis has 
been observed in patients treated with oral Janus 
kinase inhibitors for inflammatory conditions.  
Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of 
thrombosis should be promptly evaluated.

Thromboembolic events were observed in clinical 
trials with OPZELURA. There was no clear relationship 
between platelet count elevations and thrombotic 
events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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. 

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

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 will be 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 
855-4MEDINFO or 855-463-3463.

Lactation

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

Please see Brief Summary of Full Prescribing 
Information on following pages.

References: 1. Opzelura. Prescribing Information. Incyte Corporation; 
2021. 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.

IMPORTANT SAFETY INFORMATION for 
OPZELURA™ (ruxolitinib) cream 1.5% (continued)

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 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.

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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors 
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings 
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
Incyte Corporation
1801 Augustine Cut-off
Wilmington, DE 19803

OPZELURA is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 
9079912; 9974790; 10639310; 10610530; 10758543; 10869870
© 2021 Incyte Corporation. All rights reserved
Issued: September 2021 PLR-ONA-00004

Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment 
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years 
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group 
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to 
17 years. 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 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 

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 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.

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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors 
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings 
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 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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Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment 
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years 
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group 
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to 
17 years. 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 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 
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SERIOUS INFECTIONS (continued)

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

Higher rate of all-cause mortality, including sudden 
cardiovascular death, has been observed in patients 
treated with oral Janus kinase inhibitors for 
inflammatory conditions. 

MALIGNANCIES

Lymphoma and other malignancies have been 
observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions. Patients 
who are current or past smokers are at additional 
increased risk. 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.

MAJOR ADVERSE CARDIOVASCULAR EVENTS 
(MACE)

Higher rate of MACE (including cardiovascular 
death, myocardial infarction, and stroke) has been 
observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions. 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 these symptoms occur.

THROMBOSIS

Thrombosis, including deep venous thrombosis, 
pulmonary embolism, and arterial thrombosis has 
been observed in patients treated with oral Janus 
kinase inhibitors for inflammatory conditions.  
Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of 
thrombosis should be promptly evaluated.

Thromboembolic events were observed in clinical 
trials with OPZELURA. There was no clear relationship 
between platelet count elevations and thrombotic 
events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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. 

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

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 will be 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 
855-4MEDINFO or 855-463-3463.

Lactation

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

Please see Brief Summary of Full Prescribing 
Information on following pages.

References: 1. Opzelura. Prescribing Information. Incyte Corporation; 
2021. 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.

IMPORTANT SAFETY INFORMATION for 
OPZELURA™ (ruxolitinib) cream 1.5% (continued)

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 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.

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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors 
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings 
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 four weeks after the last dose [see Use in Specific Populations].
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Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment 
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years 
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group 
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to 
17 years. 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 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 

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 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.

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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors 
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings 
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 four weeks after the last dose [see Use in Specific Populations].
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Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment 
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years 
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group 
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to 
17 years. 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 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 
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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 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.

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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors  
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings  
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
Incyte Corporation
1801 Augustine Cut-off
Wilmington, DE 19803

OPZELURA is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 
9079912; 9974790; 10639310; 10610530; 10758543; 10869870
© 2021 Incyte Corporation. All rights reserved
Issued: September 2021 PLR-ONA-00004

Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment  
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years  
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group  
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to  
17 years. 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 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 
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non-immunocompromised 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.
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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 candidiasis and pneumocystosis. 
• Bacterial, viral, 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
Higher rate of all-cause mortality, including sudden cardiovascular death 
have been observed in patients treated with oral Janus kinase inhibitors  
for inflammatory conditions [see Warnings and Precautions].

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated 
with Janus kinase inhibitors for inflammatory conditions [see Warnings  
and Precautions].

MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
Higher rate of MACE (including cardiovascular death, myocardial infarction, 
and stroke) has been observed in patients treated with Janus kinase 
inhibitors for inflammatory conditions [see Warnings and Precautions].

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and 
arterial thrombosis has been observed at an increased incidence in patients 
treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to placebo. Many of these adverse reactions were serious and 
some resulted in death. Patients with symptoms of thrombosis should be 
promptly evaluated [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: A higher rate of all-cause mortality, including sudden cardiovascular 
death was observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. 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 Janus kinase inhibitors used to 
treat inflammatory conditions. 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 with 
a known malignancy (other than successfully treated non-melanoma skin cancers), 
patients who develop a malignancy, 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.

Major Adverse Cardiovascular Events (MACE): Major adverse cardiovascular 
events (MACE) defined as cardiovascular death, non-fatal myocardial infarction (MI), 
and non-fatal stroke were observed in clinical trials of Janus kinase inhibitors used 
to treat inflammatory conditions. 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 these symptoms occur.

Thrombosis: Thrombosis, including deep venous thrombosis (DVT), pulmonary 
embolism (PE) and arterial thrombosis, has been observed at an increased incidence 
in patients treated with oral Janus kinase inhibitors for inflammatory conditions 
compared to patients treated with placebo. Many of these adverse reactions were 
serious and some resulted in death. Thromboembolic events were observed in 
clinical trials with OPZELURA. There was no clear relationship between platelet 
count elevations and thrombotic events. OPZELURA should be used with caution in 
patients who may be at increased risk of thrombosis. 

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.

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 (Trials 1 
and 2), 499 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%). 

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 were 65 years of age and older. No clinically meaningful differences 
in safety or effectiveness were observed between patients less than 65 years and 
patients 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.

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. 

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.

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.

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 60 grams per week.

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 four weeks after the last dose [see Use in Specific Populations].
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Adverse reactions that occurred in Trials 1 and 2 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 will be 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% 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 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.

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment  
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years  
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group  
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to  
17 years. 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 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 
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acne

with SOC because they are prescribed antibi-
otics less often,” she explained.

Treatment preferences also differ among 
racial groups. In 1 study, East and South Asian 
patients were less likely than Caucasian patients 
to see health care practitioners for acne. Addi-
tionally, Asian and Black patients preferred 
OTC acne cleansers and washes over prescrip-
tion treatments.4

Similarly, vehicle choices assume extra 
importance for patients with SOC. With aggres-
sive acne treatments, tolerability poses a con-
cern. “Dosing is always important—start low, 
then go high, maybe every other day,” Callender 
said. Topical retinoids in lotion formulations are 
very well tolerated by patients with SOC, she 
added, and maintenance regimens can help pre-
vent PIH.

“I basically let patients know we’re clearing 
up the acne and PIH at the same time,” Callen-
der said. “Acne is the cause, so we have to go 

after that aggressively, but the PIH will improve 
with time. It doesn’t happen overnight.” For 
stubborn PIH, she prescribes topical hydro-
quinone at a patient’s second or third visit.

For general skin care, Callender recom-
mended gentle, nonirritating cleansers; non-
comedogenic moisturizers; and sunscreens. 
Although pomade acne is becoming less com-
mon, she added, some patients require discus-
sion of hair care. Comedogenic oils that are 
used to manage curly hair may drip onto the 
forehead, she explained, causing comedones 
along the hairline.

“You have to discuss everything, not just 
prescription medications,” she said. “You really 
have to know what your patients are using on 
their skin and hair.” 

Disclosures
Callender has been a clinical researcher, advisory board member, consultant, 
and/or speaker for AbbVie/Allergan, Acne Store, Aerolase, Beiersdorf, Eli Lilly and 
Company, Galderma, Incyte, L’Oréal, Ortho Dermatologics, Pfi zer, Revance, skin-

better science, SkinCeuticals, UCB, and VYNE Therapeutics.
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 SOC Patients FROM PAGE 11

THE RECENT APPROVAL of a topical androgen receptor inhibitor fi lls a longtime 
need in acne treatment. Despite being 1 of the 4 pillars of acne pathogen-
esis, sebum production has been addressed only with oral agents. Leaving 
a crucial part of acne pathogenesis unaddressed very likely makes it more 
challenging for dermatologists to get patients as close to clear as possible, 

Julie Harper, MD, a board-certifi ed dermatologist in pri-
vate practice at the Dermatology and Skin Care Center 
of Birmingham in Alabama, told Dermatology Times®. 

Clascoterone 1% cream (Winlevi; Sun Pharma) inhib-
its sebum production by targeting androgen receptors 
in sebaceous gland cells. The topical treatment, now 
available in the United States and FDA approved for 
patients over 12 years,1 provides an alternative to oral 
treatments such as isotretinoin. “Sebocyte suppres-

sion is a key step in the cascade that leads to increased 
[Cutibacterium] acnes bacterial activity and the cytokine pathways that 
contribute to infl ammation,” Haleh Bakshandeh, MD, FAAD, founder of Dr B 
Dermatology in Beverly Hills, California, told Dermatology Times®. 

This option is especially meaningful for male patients with acne. “Until 
now, we could only use androgen modulation in our female patients in the 
form of oral contraceptives and spironolactone,” Bakshandeh said. 

Harper agreed: “This is the fi rst time that we could even consider a 
‘hormonal’ treatment for men,” she said. “This is a real game changer 
for the guys. Yes, this is an antiandrogen in 
the skin, but it is quickly 
metabolized in the skin 
and does not act as an 
antiandrogen systemi-
cally. Men do not have 
to be worried about 
systemic antiandrogen 
effects.” 

In addition to 
adding fl exibility to the 
topical acne arma-
mentarium due to its 
mechanism of action, 

clascoterone cream is a good candidate for combina-
tion regimens, according to Harper. “I would recommend 
using it in combination with other acne medications 
that work through different mechanistic pathways [eg, 
topical retinoids, benzoyl peroxide],” she said. “It has 
a creamy feel and may even help offset some of the 
dryness and irritation that our patients experience with 
other topical treatments.” 

Disclosures
Harper and Bakshandeh consultants and speakers for Sun Pharmaceuticals.
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section
Quick TAKES

atopic dermatitis
Patch testing requires 
skill to correctly interpret 
the reactions seen.

Broader economic trends such as the movement to a more 
tech-centered workforce continue to change which industries 
are most affected by occupational dermatoses in the US.

COVID-19’s impact on skin allergy cases includes 
both reactions to personal protective equipment 
and the effects of overscrubbing the hands.

Work Smarter to Manage 
Occupational Dermatoses
MARY SCOVIAK | Managing Editor

F actors ranging from demographics to 
the COVID-19 pandemic are shifting 
the landscape of occupational derma-
toses. Donald V. Belsito, MD, drilled 

down on the medical and o�  ce management 
challenges of workplace-related dermatoses 
in his presentation at the American College of 
Allergy, Asthma & Immunology 2021 Annual 
Scientific Meeting, held November 4 to 8 in 
New Orleans, Louisiana, and virtually.1

Belsito, who is the Leonard C. Harber Pro-
fessor of Dermatology at Columbia University 
Irving Medical Center in New York, New York, 
provided a 360-degree overview of current key 
issues regarding occupational dermatoses and 
recommendations for best practices to optimize 
the next wave of change.

Q WHICH OCCUPATIONS HAVE SHOWN 
THE HIGHEST INCREASE IN OCCUPA-
TIONAL DERMATOSES AND WHY?
In my view, the medical community has seen 
the biggest uptick in skin allergy cases because 
of COVID-19. Some health care workers expe-
rienced reactions to the accelerators used in 
both latex and nonlatex gloves that quali� ed as 
personal protective equipment; others reacted 
to antioxidants and other materials used in the 
gloves. The types of masks required for those 
working in the medical community can lead 
to occlusions, sweat-related irritation, worsen-
ing of seborrheic dermatitis, and rosacea � ares, 
among other conditions. N[non-oil]95 masks 
can cause pressure changes around the face that 
can trigger or worsen skin disorders as well as 
put pressure on the voices of workers who have 
to talk through them all day. Certain textile dyes 
used in cloth masks can trigger allergic contact 
dermatitis, as can formaldehyde/formaldehyde 
releasers in some polypropylene masks. How-
ever, the impact of COVID-19 on the hands 
has been most signi� cant. Overwashing leads 
to dry, cracked hands and skin with open � s-

sures that allow allergens to penetrate more eas-
ily. This doesn’t a� ect just workers in the medi-
cal � eld. Reports about the virus that indicated 
it could persist 24 hours on some surfaces meant 
some nonmedical workers were wearing gloves, 
in some cases, 12 hours a day. They also experi-
enced problems related to dry and cracked skin 
from overwashing their hands.

Q HOW IS THE PROFILE OF OCCUPA-
TIONAL DERMATOSES CHANGING OVER-
ALL, AND WHAT TYPES OF CASES CAN DER-
MATOLOGISTS AND ALLERGISTS EXPECT 
TO TREAT NOW?
As the United States becomes a less industri-
alized country and a more tech-oriented one, 
we’re seeing a lot of skin diseases go away. 
Twenty years ago, when I was working in Kan-
sas, I saw a lot of machinists with contact derma-
titis. The same was true for workers in the man-
ufacturing industry, eg, airline and auto indus-
tries. Now I’m seeing more health care workers, 
janitorial sta� , bakers, cooks, and wet workers 
in various � elds, while continuing to see those 

in construction, and warehousing/transporta-
tion. It is hard to predict exactly which pro-
fessions will face increasing problems with 
work-related dermatoses. Computer produc-
tion may be one of them. Electronics requires a 
low-humidity environment, which can dry out 
skin and open it up to allergens. 

Q ARE THE TYPES OF ALLERGENS 
CHANGING AS WELL?
There are some new materials but the most com-
mon cutaneous occupational allergens are still 
plants, metals, rubber additives, biocides, iso-
thiazolinones, p-tertiary butyl-phenol formal-
dehyde resin, epoxies, acrylates, isocyanates, 
aliphatic amines, antibiotics, and fragrances, as 
well as “one-o� ” occupational-related materials 
such as glutaraldehyde in dentistry, cocamide 
monoethanolamine in cutting oils, and sodium 
cocoamphopropionate in disinfectant soaps 
used by fast food workers. In terms of photoal-
lergic chemicals, the top allergens include bith-
ionol, fentichlor, and sunscreens. 

Q WHAT ALLERGENS MIGHT 
BE EASILY MISSED?
Those allergens likely to be missed are ones that 
are yet to be “discovered”. For example, through 
extensive detective work, European collabora-
tors identi� ed isobornyl acrylate, which often 
does not cross-react with other acrylates, as an 
important allergen in continuous glucose mon-
itoring systems and it was not labeled on the 
product. Labeling is a real issue in industry, 
where the material safety data sheets often cite 
an ingredient as proprietary and do not need to 
list ingredients present at less than 1% unless 
they are carcinogenic. While there is some 
movement toward full disclosure coming from 
other industries, such as cleaning products, this 
is strictly voluntarily. While cosmetics, drugs, 
and food require full labeling, workplace mate-

OCCUPATIONAL DERMATOSESCONTINUES ON PAGE 20

“The impact of COVID-19 
on the hands is signifi cant. 
Overwashing leads to dry, 
cracked hands and skin with 
open fi ssures that allow 
allergens to penetrate more 
easily, and that doesn’t affect 
just workers in the medical fi eld.”

Donald V. Belsito, MD
New York, New York
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atopic dermatitis

} Skin of Color FROM PAGE 1

AD may present with pruritus as the hall-
mark symptom among all Fitzpatrick skin types, 
but the appearance of skin lesions can vary 
greatly among the phototypes. Whereas AD 

classically presents 
with erythematous 
patches and plaques 
affecting f lexor sur-
faces in lighter skin, 
darker skin often pre-
sents with papules, 
lichenif ication, and 
pigmentary changes 
with more frequent 
e x t en sor  su r f ac e 
involvement. 

“There are a few 
nuances t hat can 
make it more chal-
lenging to diagnose 
AD in patients with 
[SOC] because of the 
altered appearance of 

erythema.…We do not often see bright red ery-
thema in AD but instead shades of violet, gray, 
or brown, and this can sometimes make it more 
challenging to appreciate the severity of the dis-
ease state,” said Alexis, who is also a clinical 
assistant professor in the Department of Pediat-
rics at NYU Grossman School of Medicine.

Other morphologic nuances in the presenta-
tion of AD in patients with SOC include perifol-
licular accentuation, scattered distinct papules, 
and differences in the distribution of skin lesions. 
According to Alexis, clinicians must know how 
to recognize and appropriately diagnose the atyp-
ical presentations of AD and then accurately eval-
uate its severity.

Contact dermatitis is also common in patients 
with SOC. Alexis said that the altered presenta-
tion and appearance of the erythema can make it 
difficult to read the results of patch testing accu-
rately. Being aware of these subtleties can help 
improve the treatment and management out-
comes in patients with darker skin types.

Despite the numerous safe and effective ther-

apies available, patients with SOC are less likely 
to receive mainstream treatments such as dup-
ilumab (Dupixent; Sanofi and Regeneron) and 
calcineurin inhibitors—interestingly, with the 
exception of hydrocortisone—than patients 
who have lighter Fitzpatrick skin types, showed 
the results of a recent review of therapies given 
to patients with AD.2 According to Alexis, cli-
nicians must keep in mind that, beyond hydro-
cortisone, several effective and safe therapeutic 
options can be used for patients with SOC.

“On the one hand, we know that the preva-
lence and the severity of AD in patients with skin 
of color is higher, and on the other hand, there are 
disparities in the treatment, as hydrocortisone is 
still the most prescribed therapy, as recently pub-
lished in the study by Bell et al,” Alexis said. “I 
believe that this is an area where we can surely 
improve the therapy and management of AD in 
our patients with skin of color.” 

Despite recent progress, Alexis said, the lit-
erature lacks good clinical images for physicians 
who want visual examples of the differences in 

Quick TAKES

Atopic dermatitis 
presents differently 
in patients with 
skin of color.

Darker skin 
types often 
have papules, 
lichenification, 
and pigmentary 
changes.

Knowing the 
nuances leads to 
earlier recognition; 
a more accurate 
diagnosis; and 
appropriate, timely 
treatment and 
management of 
the disease.

3. Multiple follicular papules 
on the arm of a 10-year-old 
African American girl with 
atopic dermatitis.

1 2 3

1. Varied appearance of erythema in skin 
of color: reddish-brown scaly lichenified 
plaques on the arm of a 14-year-old African 
American girl with atopic dermatitis.

2. Varied appearance of erythema in skin of 
color: violaceous to gray scaly plaques on the 
neck of a 10-year-old African American girl 
with atopic dermatitis.
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presentation across all skin types. “Fortunately, 
the gap in knowledge is closing, and there is more 
awareness of late,” Alexis said. “However, much 
still needs to be done to better serve this patient 
population. Just recently, the American College 
of Allergy, Asthma & Immunology published 
a [post] on their website addressing eczema in 
[SOC]. I believe the tide is slowly turning in 
terms of an increased awareness among clinicians 
of these disparities and the need for improved 
care of AD patients with [SOC].”

Clinicians should have a detailed and inform-
ative conversation with their patients who have 
AD, said Alexis, who explained the higher preva-
lence and severity of AD in patients with SOC as 
well as atypical presentations and areas of distri-
bution. The discussion should aim to help each 
patient better understand their condition and 
engage them in developing a treatment regimen.

“I believe it is paramount that we educate 

and close that knowledge gap regarding what is, 
at times, di� erent presentation of erythematous 
diseases such as AD in patients with [SOC],” 
Alexis said. “This will surely lead to improved 
treatment and management of this population.” 
Disclosure
Alexis reported no relevant fi nancial disclosures.
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atopic dermatitis

rials, as noted, do not. But there are other expo-
sures (household products, toys, medical equip-
ment like the CGM monitors, etc) that do not. 
Our regulatory issues in the United States are 
mired in politics and other issues, such as trade 
secrets. When I was president of the Ameri-
can Contact Dermatology Society in 2000, we 
tried to get nickel regulated in consumer prod-
ucts with intimate skin contact, like they have in 
Europe, and we could not get it passed through 
Congress.

Q IS TESTING TECHNOLOGY 
KEEPING PACE?
I don’t see patch testing being replaced anytime 
soon. There are some who believe that the lym-
phocyte transformation test is a replacement for 
patch testing. However, despite years of expe-
rience with this test, the variability within the 
same laboratory and among di� erent laborato-
ries is high. To date, this test has not been val-
idated and is not approved by any regulatory 
authority in the world.

As for patch testing, the difficulty is in the 
interpretation of the reaction seen. The allergen 
is tested under occlusion, and since many are also 
irritants, di� erentiating a mild allergic from irri-
tant reaction requires great skill. Dermoscopy 
may help. But, in the patch testing arena, it is in 
its infancy, and will take time to be validated. As 
we move forward with computer technology in 
medicine, we may have instruments available that 
help physicians decide if the patch test results are 
irritant or allergic. Interpreting patch tests is not 
like assessing a numerical laboratory result. It is 
science, but also an art that depends on the skill 
of an individual person. Another issue with patch 

testing is that many insurance companies are not 
willing to approve more than a limited number of 
allergens, which may lead to missed diagnoses of 
allergic contact dermatitis. 

Q WHAT BEST PRACTICES FOR TESTING DO 
YOU THINK DERMATOLOGISTS SHOULD BE 
MORE AWARE OF?
The speci� city and sensitivity of testing are very 
important. You need a sense of how irritating 
the material is and at what level it becomes irri-
tating. You can’t test above irritant level because 
you can’t read the patch test. A good example is 
nickel, which we test as nickel sulfate. At 5%, 
there were a lot of irritant reactions. At 2.5%, 
there is some irritation, but not like 5%. The 
number of people with suspected nickel aller-
gies who showed reactions at 5% and 2.5% was 
similar but higher at 5%. If you suspect your 
patient has an allergy, eg, to nickel, but the test is 
negative to the standard patch testing dose, you 
might need to try a higher concentration, but 
then you need to manage the irritant issue. Patch 
testing is not a binary test; there are often shades 
of gray. You can get false positives because of 
cutaneous hyperirritability; you can get false 
negatives because the patient got sun expo-
sure or took prednisone recently; both dimin-
ish immunoreactivity.  False negatives can also 
occur if you did not test a high enough concen-
tration of the allergen. There can be a lot of var-
iability that needs to be considered. Even when 
we were doing confirmatory studies for the 
FDA, people would come up negative on one 
side and positive on the other, and these were 
patients with a con� rmed allergy. Patch testing 
is not perfect, but it is the best tool we have.

Q YOU SAID THAT 25% OF PEOPLE WITH 
OCCUPATIONAL DERMATOSES HAVE A 
POOR PROGNOSIS. WHAT PIPELINE DRUGS 
COULD IMPROVE THEIR OUTCOMES?
A variety of treatments on the horizon could 
show promise. The European Commission 
approved upadacitinib [Rinvoq; AbbVie] as 
the first oral Janus kinase [JAK] inhibitor to 
treat moderate to severe atopic dermatitis in 
patients 12 years and older. In the United States, 
the FDA has approved ruxolitinib [Opzelura; 
Incyte], a topical selective JAK1/JAK2 inhibi-
tor, for the treatment of mild to moderate atopic 
dermatitis in nonimmunocompromised patients 
12 years and older whose disease is not ade-
quately controlled with topical prescription 
therapies or when those therapies are not advis-
able. JAK inhibitors may change the way we 
look at the treatment of allergic contact derma-
titis. Right now, we can get rapid control with 
prednisone or cyclosporine, but they are not a 
long-term solution. Physicians and patients will 
have to have a conversation about the black box 
warnings on the JAK inhibitors. They need to 
address the di� erences in the possible adverse 
e� ects in the oral drugs vs the topicals, since 
topicals have a lower absorption rate. Unfortu-
nately, topical ruxolitinib carries the same black 
box warning as the oral JAK inhibitors, which 
will likely cause physicians and patients to be 
leery of using. 
Disclosure
Belsito reported no relevant disclosures.
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 Occupational Dermatoses FROM PAGE 18

“In patients with [SOC], we do not often see bright red erythema 
in [AD] but instead shades of violet, gray, or brown, and 
this can sometimes make it more challenging to appreciate the severity 
of the disease state.”

Ama Alexis, MD 
New York, New York 

20

DermatologyTimes®DECEMBER 2021

DT1221_CV1_018-020_041-042_cover-jumps.indd   20DT1221_CV1_018-020_041-042_cover-jumps.indd   20 11/30/21   10:10 AM11/30/21   10:10 AM



BODY CONTOURING HAIR INJECTABLES LASER & LIGHT REGENERATIVE THERAPIES SKIN CARE SKIN TIGHTENING

EMPOWER YOUR EXPERTISEWINTER 2021

AestheticAuthority.com

Smoke Smoke 
and and MirrorsMirrors

RACE, ETHNICITY, CULTURE 
ALL AFFECT HAIR AGING

MUSCLE TONING AND STRENGTH

DO’S AND DON’TS FOR PLASMA PEN

Identifying Body 
Dysmorphic Disorder

DT1221_021_AA-cover.indd   2DT1221_021_AA-cover.indd   2 11/30/21   10:35 AM11/30/21   10:35 AM



CONTENTS

E
M

P
O

W
E

R
 Y

O
U

R
 E

X
P

E
R

T
IS

E

AESTHETICAUTHORITY.com

22

WINTER 2021

30
T A P
Screening for Body 
Dysmorphic Disorder
A study investigates the probability 
of BDD in cosmetic dermatology 
with the help of a new screening tool. 

H
Race, Ethnicity, Culture 
All Affect Hair Aging
Understanding the differences 
can help clinicians manage 
patients' hair problems.

24 26
B C 
Muscle Toning 
and Strength
Toning and strength technologies 
work, according to investigators, 
but many question effi cacy. 

FROM OUR MEDICAL ADVISER

Randy Waldman
a facial plastic surgeon in Lexington, Kentucky

Ending the Year With 
New Opportunities
Sadly, this will be the last editorial that I have the opportunity of pen-

ning for Aesthetic Authority™. No, I am not going anywhere, but the 
publication is. This will be the last edition of the separate publication. 

However, we can all take some solace in knowing that many of the topics 
covered in Aesthetic Authority™ will be included in future editions of our 
sister publication, Dermatology Times®. And I am very proud to be named 
as the newest addition to its editorial advisory board. 

This last issue is dedicated to a subject I have championed for years. 
Those of you who attended either of the 2 major conferences I founded—
Vegas Cosmetic Surgery and, more recently, Global Aesthetics Confer-
ence—know that we prioritize practice management and marketing con-
tent as much as we do the meetings’ clinical sections. 

In fact, this issue featuring practice management and marketing is a har-
binger of a podcast series on the business of aesthetic surgery and derma-
tology, which I will moderate under the Dermatology Times® banner. 

Now let’s take a look at some exciting news. Although many recent fall 
meetings, including those of the American Academy of Facial Plastic and 
Reconstructive Surgery and the American Society for Dermatologic Sur-
gery, canceled in-person participation, I decided to buck the trend and 

hold the Global Aesthetics Conference in person in Miami Beach, Florida. It 
was an amazing experience to see many friends and colleagues for the fi rst 
time in 2 years and do so safely—this was no superspreader event! Rather, 
it was an outstanding educational program with record attendance and 
fun outdoor social activities, including a “Fleetwood Mac” concert. Well, 
not the real band, but they sure looked like it (and, in my opinion, sounded 
even better).

I gave several talks during the meeting, and one of my favorites ad-
dressed what I believe is a very timely subject—body dysmorphic disor-
der (BDD). This fi nal issue of Aesthetic Authority™ places an appropriate 
spotlight on BDD: Study results show that 12% to 15% of the patients we 
see have BDD, yet practitioners are not well trained or versed in identify-
ing this disorder and may be naïve about the potential negative aspects of 
treatment. 

As I sign off for the last time for Aesthetic Authority™, I want to thank 
all of you who read my editorials over the past couple of years, especially 
those who responded with valuable feedback. We plan to include plenty 
of great aesthetic content, which you’ve come to expect, in Dermatology 
Times®. Stay tuned! CO
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Race, Ethnicity, 
Culture All 
A� ect Hair Aging
A patients’ race and cultural background may be a factor in how the hair ages, 
according to a study in the Journal of Clinical and Aesthetic Dermatology.

Intrinsic and extrinsic causes of hair aging differ among race and 
ethnicity. 

For example, hair graying with age is universal, but its average 
age of onset varies with race. On average, White individuals start 
to go gray in their mid-30s, Asian individuals in their late 30s, and 

Black individuals in their mid-40s.
There also are different presentations among ethnicities of common hair 

concerns. A White patient seeking recommendations on what to do about 
damaged hair is more likely to experience damage at the distal hair shaft. A 
Black patient with the same complaint would be more likely to present with 
damage closer to the hair root.  

Understanding these differences and why they occur can lead to more in-
formed, culturally sensitive recommendations for treating and managing 
hair aging concerns, according to a review of studies published earlier this 
year in the Journal of Clinical and Aesthetic Dermatology.

Study author Neelam Vashi, MD, founder and director of the Center for 
Ethnic Skin, director of the Cosmetic and Laser Center, and associate pro-
fessor of dermatology at Boston University and Boston Medical Center in 
Massachusetts, says conducting the review helped to qualify and quantify 

what she sees in the clinic when Black, Asian, Hispanic, 
or White patients present with hair aging concerns. 

“There is very little published on hair aging in differ-
ent ethnicities,” she says. “I really wanted to better un-
derstand the differences that we visibly see.”

I H A F
Intrinsic hair aging includes the natural physiolog-
ical changes that happen with time, according to 
the authors. 

“Intrinsic aging is what we are born with,” Vashi 

says. “It is dependent on the genes that we inherit from our parents, and it is 
also what we’re made of—our ethnicity and background.”

Hair graying is associated with aging and the decline in melanocytes 
thought to happen naturally with age. “I have had some patients come in be-
cause they felt like they were graying too early,” she says. 

Not only is average age of graying onset different among ethnicities, but 
so is what is considered to be premature graying. “Graying is premature...at 
different times in different populations. It is at about age 20 in [White indi-
viduals], 25 in Asians, and 30 in [Black individuals],” Vashi says. “A lot of the 
differences can be attributed to pigment.”

This is important to know when addressing patient expectations and con-
cerns, she says.

“If someone is an age where...hair loss is premature, then we can be more 
aggressive possibly in the medications we use and advise them to follow up 
with us,” she says. 

There also are structural differences in hair that can affect how hair ages 
among ethnicities. The average diameter, or thickness, of Asian hair is 80 to 
120 µm, compared with 65 µm in White hair and 55 µm in Black hair. The 
average diameter of Hispanic hair tends to fall between that of Asian and 
White. 

White individuals have the highest hair density among the ethnicities 
studied. Black individuals have the lowest. Asian individuals have hair densi-
ty that falls somewhere in between. The review authors did not have enough 
data on Hispanic hair density. 

Black individuals have the lowest growth rate of hair but the highest eu-
melanin content. Breakage is increased or faster in this hair type. This group 
also has smaller hair cuticles than other ethnicities. 

And although the hair shaft shape in White individuals is cylindrical, it is 
ellipsoid or fl attened in Black individuals, circular in Asian individuals, and 
cylindrical and circular in Hispanic individuals.  

L H

Neelam 
Vashi, MD 

Boston, Massachusetts

HAIR
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E H A
The more manageable and controllable hair aging factors are extrinsic, including 
environmental exposures and physical stress from grooming practices. “Oxidative 
damage of the hair that can be caused by ultraviolet light and chemicals can change 
the quality and quantity of our hair,” Vashi says. “Chemicals, like hair dye or prod-
ucts for hair straightening, can cause damage to the hair fi ber. Smoking can increase 
the rate of hair aging.” 

In fact, studies have shown that the risk of hair graying is nearly twice as high in 
smokers vs nonsmokers, according to the review. 

“There is a component of extrinsic aging related to different cultural practices. 
It’s not just how you were born and your genetics but also your culture and what you 
do,” she says. 

For example, the fi ndings that Asian and White individuals present with more 
distal hair damage at the hair shaft and Black individuals with damage closer to the 
hair root is due not only to the structure of hair but also extrinsic factors, such as cul-
tural hair care practices, according to Vashi. 

“Patients have come to me who say their hair just stopped growing,” Vashi says. 
“They think there is something wrong with them. There is nothing wrong with 
them. The hair is growing but when a break happens it is in a different hair. There 
is 1 hair that is growing and another that is breaking. If the breakage is happening 
faster, there is a visible perception that there is no hair growth.”

There are things patients cannot avoid as they age, including graying and hair 
density decreases. But there are general and culturally specifi c changes and practic-
es that can prevent premature hair aging. Among those strategies that health care 
providers can recommend are appropriate grooming habits; careful hair styling; 
better choices for shampoos, conditioners, and leave-in products; better hair color-
ing choices; and medical therapies to treat underlying conditions, according to the 
study authors. 

“If we can practice better hair styling regimens or if we can advise our patients 
to, then the aspect of breakage may at least improve,” Vashi says. “Then [there is] the 
perception of hair is that it is longer and growing more.”

Some examples of recommendations include telling White patients with hair 
damage to avoid hot straight-
eners. Black patients with hair 
damage also should avoid 
harsh chemicals in hair care 
products such as chemical re-
laxers, and they should use 

healthier hair styling practices.
“Unique hairstyles, such as cornrows, tight hair ties, braiding, and weaves, com-

mon in individuals with African hair, create traction on the scalp, yielding traction 
alopecia,” the authors wrote. “Furthermore, as African hair exhibits tight coiling, 
everyday washing, combing, and grooming practices increase knot formation and 
lead to a high prevalence of fractures along the hair’s length.”

Interestingly, cosmetic products to bleach, color, perm, or straighten hair can 
affect hair types differently. For example, Asian hair tends to be more resistant to 
straightening treatments than White and Black hair. Asian hair has larger amounts 
of integral lipids, fatty acids, cholesterol, and wax esters than other hair, which 
makes Asian hair less susceptible to ultraviolet damage, according to the review. 

Hair dyes can cause allergies and damage hair, according to Vashi. 
“There are certain components of hair dyes that can act as allergens,” she says. “I 

don’t tell patients to stop dyeing their hair, but I advise on safe procedures and to 
avoid anything that is causing pain, itching, or burning on the scalp. We are only 
born with so many hair follicles. Once a hair follicle scars down or goes away, that’s it.” 

Vashi says she offers patients patch testing to determine which hair dye ingredi-
ents might be causing a reaction and gives them an alternative recommendation. 

Hair dyes are not the only culprits. Some relaxers or hot hair styling treatments 
can cause burns that permanently damage the hair follicles, Vashi notes. 

“Hair is such an important aspect of how people and patients perceive them-
selves,” Vashi says. “Cross culturally, there are certain aspects of the appearance of 
hair that are considered to be beautiful. We also have a population that is aging but 
wants to maintain a youthful, vibrant appearance. A lot of what we can do is to coun-
sel, make hair care recommendations, offer treatments, and set expectations in a 
culturally sensitive way.” 

DISCLOSURE
Vashi reported no relevant disclosures. 
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There is a component of extrinsic aging related to 
di� erent cultural practices. It’s not just how you were born 
and your genetics but also your culture and what you do.”  

Neelam Vashi, MD, Boston, Massachusetts
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Lisette Hilton

Muscle Toning 
and Strength

A panel of dermatologists experienced in muscle toning 
and strength technologies shared their knowledge at the 
Controversies and Conversations in Laser and Cosmetic 
Surgery Virtual Meeting 2021, which featured a range of hot 
topics discussed by more than 50 experts.1 

Bioelectrical stimulation isn’t new. In ancient times, Egyptians and Romans 
managed pain using electrical charges from fish. Russians employed direct elec-
trical stimulation to prevent muscle wasting under zero gravy in their 1960s space 
program. The technology was modified in 2018 for aesthetic use with high-intensity 
focused electromagnetic technology, or HIFEM (Emsculpt; BTL), according to panel 
member Anne M. Chapas, MD, dermatologist and medical director at Union Square 
Laser Dermatology in New York, New York. 

Today, these technologies also include magnetic muscle stimulation (CoolTone; 
Allergan Aesthetics), multidirectional stimulation (truSculpt Flex; Cutera), and bio-
electric muscle activation (Accufit; Lutronic).

Chapas combed the literature before incorporating muscle toning and strength 
into her practice. “Most studies suggest we should only be treating people with          
25 BMI [body mass index] or lower,” she said. “But there are studies that suggest this 
works on visceral fat.”

Although investigators tend to recommend using 4 treatments over 2 weeks, 
Chapas said the ideal treatment and follow-up regimens remain to be determined. 
HIFEM study results show longevity for a duration of 6 to 12 months. However, pa-
tient satisfaction scores on abdominal use vary from 54.8% in a study by Fabi et al 
using CoolTone to 92% at 12 weeks in a study by Jacob et al. 2 3

Another consideration is that not everyone is a responder to muscle toning and 
strength treatment in the aesthetic practice, Chapas said. Anecdotally, she has re-
ported positive outcomes in a wide range of patients, including those who are fit, 
have skin laxity, have BMIs over 25, and are 50 or older. “It gets harder to build mus-
cle over the age of 50 and after menopause,” she said. “These are people that need 
more muscle mass to prevent injuries, to prevent falls, and to just maintain mobility.”
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2 Weeks: 

25%
Percentage of increased time study 
patients could hold a single-leg 
wall sit after 4 NMES treatments 
using the strength protocol.

BODY CONTOURING

4 Weeks: 

119%
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Technologies to tone and strengthen muscle can be used on the bi-
ceps, abdomen, thighs, triceps, fl anks, and buttocks, but not all devic-
es are FDA approved to treat all areas, according to panelist Suzanne 
L. Kilmer, MD, clinical professor of dermatology at UC Davis Medical 
Center in Sacramento, California.

Study results suggest that treating patients with one of these tech-
nologies can reduce volumetric fat, improve aesthetics, and thicken 
muscle. She cited fi ndings by Kinney et al, which show a simultaneous 
muscle and fat effect from HIFEM.4 At 2 months, the 22 patients stud-
ied had an average circumferential reduction of 3.6 cm, a fat reduction 
of 18.6%, a muscle mass increase of 15.4%, and a diastasis recti reduc-
tion of 10.4%. 

But there is more, according to Kilmer: After treatment, patients sit 
up straighter, feel better, and improve in sports. “There have been so 
many unsolicited comments from my patients, my friends, myself, that 
support this,” Kilmer said. “Backs don’t hurt as much. Posture is better. 
They can hold a plank longer. They are much better at yoga and Pilates. 
They have stronger tennis serves.” 

Panelist Leah Spring, DO, US Navy commander, of Naval Medical 
Center Portsmouth in Virginia, described a study that found that 
treating athletes after anterior cruciate ligament (ACL) tear and re-
construction with exercise and neuromuscular electrical stimulation 
(NMES) strengthened quadriceps more than exercise alone.5

Another sports medicine study looked at 25 patients with acute ACL 
rupture who received NMES or a sham treatment.5 Investigators mea-
sured muscle fi ber size and contractility. “The authors found that ACL 
tear and subsequent reconstruction reduced muscle fi ber size and 
contractility across all fi ber types by 26%, the most marked of which 
was in fast-twitch type II fi bers,” Spring said. “[NMES not only] reduced 
muscle fi ber atrophy through effects on fast-twitch type II fi bers but 
also preserved contractility in slow-twitch type I fi bers.” 

Spring was the lead author of a study that investigated functional 
outcomes using a commercially available NMES device marketed for 
aesthetic improvement. Although treated participants’ waist circum-
ference decreased and thigh circumference increased, Spring said 
she was most impressed by the improvements she saw in strength and     
endurance performance.6

For example, participants who received 4 NMES treatments using 
the strength protocol increased the time they could hold a single-leg 
wall sit 25% at 2 weeks and 119% at 4 weeks post treatment. Those giv-
en the endurance protocol increased performance by 50% at 2 weeks 
and 76% at 4 weeks post treatment. Treated participants also improved 
in static abdominal muscle endurance (a held abdominal crunch) and 
dynamic abdominal muscle endurance (standard crunches).  

“We concluded that four 45-minute treatments with an NMES device 
led to signifi cant improvement in abdominal and quadriceps strength 
and endurance. Results were sustained through 4 weeks post treat-

ment. There was high patient satisfaction and no 
unanticipated adverse events,” Spring said.

C HIFEM W 
R
Historically, it was not safe to combine HIFEM 
and radiofrequency (RF) in 1 device, according 
to panelist David J. Goldberg, MD, JD, director of 
Skin Laser and Surgery Specialists of New York 
and New Jersey; past director of Mohs and Laser 
Research, Icahn School of Medicine at Mount 

Sinai in New York, New York; adjunct professor of law at Fordham 
University School of Law in New York; and an editorial advisory board 
member for Aesthetic Authority™’s sister publication, Dermatology Times®.

“RF electrodes are made of metal for good electrical conductivity,” 
he said. “Metal objects are contraindicated to HIFEM because they rap-
idly heat up when exposed to the electromagnetic fi eld.” That changed 
with BTL’s Emsculpt Neo, a device that safely combines HIFEM and RF 
in a synchronized applicator, according to Goldberg, who studied the 
combined technology. 

He reported on 5 patients who had three 30-minute abdominal 
treatments once a week for 3 weeks. Four participants were treated 
with HIFEM and RF and 1 received a sham treatment. He looked at his-
tology, fatty tissue changes, in vivo temperature measurement, waist 
circumference, and patient comfort and satisfaction.7

One week and 1 month post treatment, results showed ruptured 
membranes and alterations of adipocytes, as well as pyknotic nuclei, 
a sign of apoptosis. “We saw a statistically signifi cant decrease in adi-
pocyte area in the treated group. The sham subject showed no change. 
Digital photographs of a typical patient showed improved body con-
tour, both in fat and muscle tone, after 1 month,” Goldberg said. “We 
expanded on that study last year, looking at ultrasound and MRI. If you 
look at ultrasound and MRI at 3 months, you can see a fat reduction as 
well as a muscle increase.” 

In a 65-year-old female patient with a BMI of 20.1 kg/m2, there was an 
average fat reduction of 32% and an average muscle increase of almost 
21%. Three months after treatment, MRI showed a decrease in the fatty 
layer and increase in muscle size, according to Goldberg. 

He concluded that the histology showed apoptotic elimination of ad-
ipocytes, reduced fat cell size, and no necrosis; the therapy reaches ef-
fective temperatures for apoptosis; and the procedure is safe and com-
fortable, with high patient satisfaction. 

Aesthetic practices might have viewed muscle toning and strength 
as treatment for a narrow patient population—people of or very near 
ideal body weight, according to Spring. “But I think so many different 
patient populations are good candidates for this,” Spring said. 

These patients include many who could benefi t from improvements 
in function, such as those who want to optimize strength and endur-
ance, decrease pain, and return to sports after inactivity or injury, as 
well as older patients, according to Spring. 

DISCLOSURES

Kilmer serves on medical advisory boards for Dominion Aesthetic Technologies, Lumenis, and Solta/Valeant; 
serves on medical advisory boards of and does research support for Aesthetics Biomedical, Alastin Skincare, 
Allergan Aesthetics, Cytrellis, Lutronic, Merz Aesthetics, Miramar, Pulse Biosciences, Sciton, Sienna Labs, and 
Syneron Candela; and does research support for BTL Industries, Cutera, Cynosure, Galderma, and R2 Dermatology.

Goldberg does research for BTL and is a speaker for Allergan Aesthetics, Merz Aesthetics, and Revance.

Chapas is a trainer for Allergan Aesthetics and a researcher and speaker for Lutronic. 
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Combining physical and 
chemical stimulation
Find the optimal balance to give 
naturalistic results to your clientele
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There is such thing as too much of a good thing! 
Aesthetic medicine practitioners are no strangers 
to fads and trends, and it’s only natural since it’s 
paramount to be always on the cutting edge and not 
get left behind in a continuously changing landscape. 

But sometimes the temptation to overuse the latest treatment or 
device is strong, especially if these are presented as silver bullets 
that can do the impossible. But with some experience it becomes 
clear that no single treatment can do everything for you, and so we 
are led to explore the realms of combination therapies. 

Ageing is a complex problem, i.e. it has multiple etiogenetic fac-
tors, so it makes sense that any solution that you may want to of-
fer in your practice, has to be multi-faceted. Genetic predisposi-
tion, lifestyle, the reactivity of the tissues have all to be taken into 
consideration when starting to map out a treatment plan tailoring it 
to your client’s specifi c needs. And of course, budget issues come 
into the picture as well! So let’s leave unrealistic cure-alls to one 
side, and let’s see what can reasonably be done.

Let’s start with the basics: PRX-T33 hails from Italy, but has been 
on the US market for a couple of years now, and has had plenty of 
chances to demonstrate its e�  cacy and safety. And if you consider 
that it’s been distributed in many other countries since 2012, it’s a 
testament to its adaptability to a wide range of skin types, climates, 
and even to di� erent approaches to aesthetic treatments. PRX-T33

has a patented formula containing Hydrogen Peroxide, (H202) and 
Trichloroacetic acid in a balanced composition that renders it non-
aggressive to the epidermis but still very e� ective as a skin beauti-
fi er. And if you’re reeling from reading “TCA” don’t worry: we’re not 
talking about the old school aggressive TCA peels, this is a com-
pletely new concept that achieves dermal stimulation in a “soft” 
way without pain, down-time, and without the need to wait to see 
the results: they’re immediate! 

The fact that PRX-T33’s results are immediately visible is in part 
caused by a mild and controlled oedema of the treated tissue. This 
oedema – far from being an unsightly swelling – makes the skin 
look plumper and more tense right after the application. This is 
caused by water being delivered to the skin by way of a balanced 
infl ammation- It will subside in a couple of days depending on the 
skin type, but after a cycle the e� ect will stabilise, and last for up to 
6-8 months,. Not many treatments allow clients to leave the prac-
tice looking immediately improved! Often they’ll be swollen, or red, 
or bruised: not with PRX-T33! Now, keep this in mind and keep read-
ing: later it will become clearer how you can take advantage of this 
oedema!

Let’s discuss a di� erent biostimulation treatment now: threads. 
Polydioxanone (PDO) threads are a valid method of creating new 
collagen deposition through a foreign-body e� ect. They are im-
planted parallel to the surface of the skin in a mostly painless pro-
cedure, and once they’re in place, they start stimulating the tis-
sue to create new fi bres. The cool thing about them is that they’ll 
dissolve without leaving any trace, so they are quite well tolerat-
ed and safe. Of course we know this because originally they were 

employed as sutures in very delicate scenarios, such as paediatric 
heart surgery and ophthalmology. The use of PDO threads in aes-
thetic medicine has brought about very good results, with many 
successful opinion leaders proposing their personal protocols, in-
troducing many di� erent insertion and sca� olding techniques, 
and not limited to the face, but to di�  cult districts such as inner 
arms, thighs, neck. 

Unfortunately, PDO threads can be like cherries, and there 
have been instances in the past where practitioners were im-
planting more and more threads in the hope of achieving better 
and better results. Again, as we said at the start, overdoing one 
single treatment may not the best strategy. And this is where syn-
ergy with PRX-T33 comes into play. As we said before, PRX-T33 can 
stimulate fi broblasts to create new collagen through a biochemi-
cal pathway, and creates an immediate (transitory) oedema to the 
skin. This means that the cleavage plane o� ered by the skin after 
PRX-T33 application will be better suited to accept the threading: 
you’ll keep away from the deep plane where there are blood ves-
sels and nerve endings, so there will be a smaller risk of bruising 
and pain. Additionally, PRX-T33’s stimulation will  add to the stimu-
lation brought by the threads, so the result will be more naturalis-
tic and “softer”.

This combination treatment can benefi t you in many ways: if you 
too believe that ageing is a multi-factor problem, you’ll immediate-
ly see why this approach is successful: PDOs will work at a slower 
rate, and create deep collagen deposition in the tissue, while PRX-
T33 can contribute to this process, while also addressing the tex-
ture of the skin, its brightness and even pore size. Remember that 
the main signs of ageing, apart from volume loss and skin laxity, 
are related to loss of skin tone, dullness and unevenness. And this 
is according to patients’ self-assessment! Moreover, if you’re just 
starting out with PDO threads, or would like to give it a go but you’re 
not fully confi dent, maybe you can take try applying PRX-T33 right 
before threading, and see how it works out for you. You should fi nd 
that threads will penetrate more easily, and there should be fewer 
bruises at the end. 

And if you fi nd that this association treatment makes sense for 
you, why not try it on the body as well! The skin of the body is very 
di� erent form the skin on the face, in many ways it’s more delicate 
because there are fewer pilosebaceous units which make it hard-
er to heal and more prone to scarring. Also, the skin on the body is 
more subject to the e� ects of gravity, so some districts are usually 
a nightmare to treat. We’re talking about inner arms, under the chin, 
inner thighs… 

A single treatment to treat the many, many indications that your 
clients come to you for every day has not yet been invented, but 
with the right combination treatments you can really set your prac-
tice apart from the crowd. And don’t forget to add the proper der-
mo-cosmetics for home use: WiQo Dry Skins Cream and WiQo 
Face Smoothing Fluid to complement the in-o�  ce application on 
the face, and WiQo Body Cream for those tricky areas on the body, 
of course!  
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CONTACT 
contact@wiqo.us 
www.wiqo.us

ABOUT 
PRX-T33 “e� ortless transformation” is an innovative skin care product that will revolutionize 
American approach to aesthetic medicine. It is the only product that will have long lasting 
immediate results after a painless procedure with little or no downtime.
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All Maui Derm meetings are designed bring you our cutting-edge, dermatology-
focused curriculum combining a great blend of science and clinical medicine taught 
by our world-class faculty. Please join us at one of our upcoming conferences and 

stay up-to-date with our “Enduring Education” program featuring print articles, 
newletters, video downloads and podcasts.

MAUI DERM IS THE NAME IN 

DERMATOLOGY CME 
Maui Derm is commited to providing you with safe and 

inspiring educational programs throughout the year.

For meeting information and 
registration, please visit

MauiDerm.comTHE ACKNOWLEDGED LEADER IN DERMATOLOGY CME 
FOR OVER 18 YEARS.

JANUARY 24-28, 2022
Live In-Person at the Grand Wailea • Maui, Hawaii
and Live-Stream Virtual on Maui Derm Connect

Designed specifi cally for Dermatologists

JUNE 23-25, 2022
Broadmoor Hotel • Colorado Springs, CO

Plus Special Pre-Conference Day on
June 22, 2022

SEPTEMBER 19-21, 2022
Gaylord Opryland • Nashville, TN

Plus Special Pre-Conference Day on
September 18, 2022

Exclusively for Dermatology 
Nurse Practitioners & Physician Assistants

Visit our website to learn more about options for both in-person and virtual learning.
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A   in the Journal of Cosmetic Dermatology aimed to verify the 
probability of body dysmorphic disorder (BDD) in cosmetic dermatology.1 BDD 
is defi ned as an obsession with a perceived defect in physical appearance that is 
not observable or appears slight to others. This perceived defect typically impairs 
a patient’s life.2

BDD is one of the most common psychiatric conditions for which aesthetic 
patients receive diagnoses.3 BDD involves a distorted perception of body image; 
consequently, aesthetic treatments and procedures can never fulfi ll patients’ de-
sired but unobtainable result. 

The study used a multiphasic screening protocol for BDD that was distributed 
to 8 medical spa clinics in the United States. The prescreening form was adminis-
tered to incoming patients aged 18 to 65 years from June 1, 2019, through Septem-
ber 1, 2019. The patients were not made aware that they were being  studied in an 

attempt to avoid the low sensitivity and specifi city that can occur during psycho-
logical screenings where  patients are highly motivated to succeed in order to be 
treated.1 Medical exclusions included any procedure limitation like pregnancy or 
breastfeeding, allergies to the injected materials, or neuromuscular disorders. 
There were no exclusions based on psychological reasons.

The multiphasic portion of the study started with an informal, anonymous 
survey that included questions deemed useful in determining the psychologi-
cal motivators for treatment. The unhealthy motivators on the checklist were: “I 
want to look perfect,” “I want to look 20 again,” and “I want to look perfectly sym-
metrical.” If any of those specifi c survey options were checked by patients, they 
were fl agged and offered a secondary screening. 

The second screening consisted of a modifi ed Cosmetic Procedure Screen-
ing Questionnaire (COPS). The patients were asked to describe the features they 
considered of most concern in order of highest priority. They were also asked       
8 questions about assessing the impact of those concerns on multiple aspects 
of daily life.

If the results were negative for BDD, no further data were collected. If the re-
sults indicated possible BDD, the medical providers could choose to refuse 
treatment and the patient’s response to that denial was documented in the 
study notes. Any providers who opted to treat a patient with possible BDD re-
corded additional supplementary information, including patient outcomes, sat-
isfaction, and emerging areas of concern. 

Over the 16 weeks, 734 initial screenings were recorded. From that total, 31 
patients (4.2%) continued to the COPS screening. Of the 31 patients, 9 (29%) 
screened positive for BDD. More than 77% (7 of 9) practitioners refused to treat 
after positive BDD screening. 

Of the 7 patients who screened positive, 1 went on to seek a mental health 
specialist, 1 received a diagnosis of BDD, and underwent therapy for the condi-
tion. Another 2 patients underwent a third screening, and both were subse-
quently treated with positive results. 

Study limitations included a small subject size, lack of patient demographics, 
and patient characteristics. Future studies are needed to review a larger pool of 
clinics for a longer period of time, increased patient population, and broadening 
locations criteria to a national scale. More research is also needed to verify the 
usefulness and validity of a multiphasic, screening protocol in aesthetic patients.

“This pilot study underscores the clinical value of a multiphasic approach to 
screening for BDD in an at-risk population to not only avoid unsuccessful out-
comes but to adhere to the tenet of ‘do no harm,’ ” the study authors wrote. 
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1  Fletcher L. Development of a multiphasic, cryptic screening protocol for body dysmorphic disorder in cosmetic dermatol-
ogy. J Cosmet Dermatol. 2021;20(4):1254-1262. doi:10.1111/jocd.13885

2  Bowyer L, Krebs G, Mataix-Cols D, Veale D, Monzani B. A critical review of cosmetic treatment outcomes in body dysmor-
phic disorder. Body Image. 2016;19:1-8. doi:10.1016/j.bodyim.2016.07.001

3  Sarwer DB, Spitzer JC. Body image dysmorphic disorder in persons who undergo aesthetic medical treatments. Aesthet 
Surg J. 2012;32(8):999-1009. doi:10.1177/1090820X12462715
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For the treatment of moderate to severe 
hidradenitis suppurativa (HS) in patients 
12 years of age and older1

HiSCR is at least a 50% reduction in total
abscess and inflammatory nodule count,
with no increase in abscesses and draining
fi stulas relative to baseline.3

*HiSCR=Hidradenitis Suppurativa Clinical Response.

Not an actual patient with HS.

HUMIRA targets and blocks TNF-ɑ to help 
address HS infl ammation beneath the skin
The relationship between these pharmacodynamic activities and the mechanism(s) 
by which HUMIRA exerts its clinical eff ects is unknown.

In the PIONEER clinical trials, 42% (PIONEER I) and 59% (PIONEER II) 
of HUMIRA-treated adult patients achieved HiSCR* at Week 12 (primary endpoint),
vs 26% and 28% on placebo, respectively.3

HUMIRA delivers clinically meaningful improvement (HiSCR) at week 12 1,3

LESION SPREAD: 
Lesion observed in any anatomic 

region not seen at baseline4

Lesions=abscesses, infl ammatory 
nodules, or draining fi stulas4

Baseline Example of 
lesion spread

INDICATION1

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

SAFETY CONSIDERATIONS 1

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

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

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

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

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

HUMIRA has data on lesion spread for HS
In a post-hoc analysis, 47% of HUMIRA-treated adult patients
(n=99, PIONEER I/II) did not experience lesion spread at week 36
vs 25% in control group (n=151, PIONEER II)4

DATA LIMITATIONS:
• Lesion spread was not a pre-specifi ed endpoint and was not controlled for multiplicity.

This data cannot be regarded as statistically or clinically signifi cant, and therefore,
no conclusions can be drawn.

• Placebo comparator data are only available from PIONEER II so diff erences should be 
interpreted with caution.

PIONEER I (N=307) and II (N=326) were randomized, double-blind, placebo-controlled clinical trials 
in adult patients with moderate to severe HS receiving HUMIRA 40 mg weekly (after initial doses).

PRIMARY ENDPOINT HiSCR at week 12 (Period A), defi ned as ≥50% reduction from baseline in 
abscess and infl ammatory nodule count, with no increase in abscess and draining-fi stula count.1

In an integrated exploratory post-hoc analysis of PIONEER I and II, lesion spread was assessed 
through 36 weeks in patients randomized to HUMIRA 40 mg weekly or placebo in Period A and B.3
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by which HUMIRA exerts its clinical eff ects is unknown.

In the PIONEER clinical trials, 42% (PIONEER I) and 59% (PIONEER II) 
of HUMIRA-treated adult patients achieved HiSCR* at Week 12 (primary endpoint),
vs 26% and 28% on placebo, respectively.3
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INDICATION1

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

SAFETY CONSIDERATIONS 1

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

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

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

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

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

HUMIRA has data on lesion spread for HS
In a post-hoc analysis, 47% of HUMIRA-treated adult patients
(n=99, PIONEER I/II) did not experience lesion spread at week 36
vs 25% in control group (n=151, PIONEER II)4

DATA LIMITATIONS:
• Lesion spread was not a pre-specifi ed endpoint and was not controlled for multiplicity.

This data cannot be regarded as statistically or clinically signifi cant, and therefore,
no conclusions can be drawn.

• Placebo comparator data are only available from PIONEER II so diff erences should be 
interpreted with caution.

PIONEER I (N=307) and II (N=326) were randomized, double-blind, placebo-controlled clinical trials 
in adult patients with moderate to severe HS receiving HUMIRA 40 mg weekly (after initial doses).

PRIMARY ENDPOINT HiSCR at week 12 (Period A), defi ned as ≥50% reduction from baseline in 
abscess and infl ammatory nodule count, with no increase in abscess and draining-fi stula count.1

In an integrated exploratory post-hoc analysis of PIONEER I and II, lesion spread was assessed 
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IMPORTANT SAFETY INFORMATION1

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

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

Reported infections include:
• Active tuberculosis (TB), including reactivation of latent TB. Patients 

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

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

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

Carefully consider the risks and benefits of treatment with HUMIRA prior 
to initiating therapy in patients: 1. with chronic or recurrent infection, 2. 
who have been exposed to TB, 3. with a history of opportunistic infection, 
4. who resided in or traveled in regions where mycoses are endemic, 5. with 
underlying conditions that may predispose them to infection. Monitor patients 
closely for the development of signs and symptoms of infection during and 
after treatment with HUMIRA, including the possible development of TB in 
patients who tested negative for latent TB infection prior to initiating therapy.

• Do not start HUMIRA during an active infection, including localized infections.
• Patients older than 65 years, patients with co-morbid conditions, and/or patients 

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

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

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

• Consider the risks and benefits of HUMIRA treatment prior to initiating or 
continuing therapy in a patient with known malignancy.

• In clinical trials, more cases of malignancies were observed among 
HUMIRA-treated patients compared to control patients.

• Non-melanoma skin cancer (NMSC) was reported during clinical trials 
for HUMIRA-treated patients. Examine all patients, particularly those 
with a history of prolonged immunosuppressant or PUVA therapy, for the 
presence of NMSC prior to and during treatment with HUMIRA.

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

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

HYPERSENSITIVITY
• Anaphylaxis and angioneurotic edema have been reported following HUMIRA 

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

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

hepatitis B virus (HBV) in patients who are chronic carriers. Some cases have been fatal.
• Evaluate patients at risk for HBV infection for prior evidence of HBV infection before 

initiating TNF blocker therapy.
• Exercise caution in patients who are carriers of HBV and monitor them during and after 

HUMIRA treatment.
• Discontinue HUMIRA and begin antiviral therapy in patients who develop HBV 

reactivation. Exercise caution when resuming HUMIRA after HBV treatment.

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

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

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

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

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

blockers. Medically significant cytopenia has been infrequently reported with HUMIRA.
• Consider stopping HUMIRA if significant hematologic abnormalities occur.

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

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

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

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

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

initiating HUMIRA therapy.
• Adalimumab is actively transferred across the placenta during the third trimester of 

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

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

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

References: 1. HUMIRA Injection [package insert]. North Chicago, IL: AbbVie Inc. 2. Zouboulis CC, Okun MM, Prens 
EP, et al. Long-term adalimumab efficacy in patients with moderate-to-severe hidradenitis suppurativa/acne inversa: 
3-year results of a phase 3 open-label extension study. J Am Acad Dermatol. 2019;80(1):60-69.e2. doi:10.1016/j.
jaad.2018.05.040 3. Kimball AB, Okun MM, Williams DA, et al. Two phase 3 trials of adalimumab for hidradenitis 
suppurativa. N Engl J Med. 2016;375(5):422-434. doi: 10.1056/NEJMoa1504370 4. Data on file. ABVRRTI71291.

Please see Brief Summary of full Prescribing 
Information on the following pages.
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WARNING: SERIOUS INFECTIONS AND MALIGNANCY
SERIOUS INFECTIONS
Patients treated with HUMIRA are at increased risk for developing serious infections that may lead 
to hospitalization or death [see Warnings and Precautions]. Most patients who developed these 
infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.
Discontinue HUMIRA if a patient develops a serious infection or sepsis.
Reported infections include:
• Active tuberculosis (TB), including reactivation of latent TB. Patients with TB have frequently 

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

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

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

Carefully consider the risks and benefits of treatment with HUMIRA prior to initiating therapy in 
patients with chronic or recurrent infection.
Monitor patients closely for the development of signs and symptoms of infection during and after 
treatment with HUMIRA, including the possible development of TB in patients who tested negative for 
latent TB infection prior to initiating therapy [see Warnings and Precautions and Adverse Reactions].
MALIGNANCY
Lymphoma and other malignancies, some fatal, have been reported in children and adolescent 
patients treated with TNF blockers including HUMIRA [see Warnings and Precautions]. Post-
marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have 
been reported in patients treated with TNF blockers including HUMIRA. These cases have had a very 
aggressive disease course and have been fatal. The majority of reported TNF blocker cases have 
occurred in patients with Crohn’s disease or ulcerative colitis and the majority were in adolescent 
and young adult males. Almost all these patients had received treatment with azathioprine or 
6-mercaptopurine (6–MP) concomitantly with a TNF blocker at or prior to diagnosis. It is uncertain 
whether the occurrence of HSTCL is related to use of a TNF blocker or a TNF blocker in combination 
with these other immunosuppressants [see Warnings and Precautions].

INDICATIONS AND USAGE
Rheumatoid Arthritis
HUMIRA is indicated for reducing signs and symptoms, inducing major clinical response, inhibiting the 
progression of structural damage, and improving physical function in adult patients with moderately to  
severely active rheumatoid arthritis. HUMIRA can be used alone or in combination with methotrexate or other 
non-biologic disease-modifying anti-rheumatic drugs (DMARDs). 
Juvenile Idiopathic Arthritis
HUMIRA is indicated for reducing signs and symptoms of moderately to severely active polyarticular juvenile 
idiopathic arthritis in patients 2 years of age and older. HUMIRA can be used alone or in combination with 
methotrexate.
Psoriatic Arthritis
HUMIRA is indicated for reducing signs and symptoms, inhibiting the progression of structural damage, and 
improving physical function in adult patients with active psoriatic arthritis. HUMIRA can be used alone or in 
combination with non-biologic DMARDs.
Ankylosing Spondylitis
HUMIRA is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis. 
Crohn’s Disease
HUMIRA is indicated for the treatment of moderately to severely active Crohn’s disease in adults and pediatric 
patients 6 years of age and older. 
Ulcerative Colitis 
HUMIRA is indicated for the treatment of moderately to severely active ulcerative colitis in adults and pediatric 
patients 5 years of age and older. 
Limitations of Use
The effectiveness of HUMIRA has not been established in patients who have lost response to or were intolerant 
to TNF blockers.
Plaque Psoriasis
HUMIRA is indicated for the treatment of adult patients with moderate to severe chronic plaque psoriasis who 
are candidates for systemic therapy or phototherapy, and when other systemic therapies are medically less 
appropriate. HUMIRA should only be administered to patients who will be closely monitored and have regular 
follow-up visits with a physician [see Warnings and Precautions]. 
Hidradenitis Suppurativa
HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of 
age and older. 
Uveitis
HUMIRA is indicated for the treatment of non-infectious intermediate, posterior, and panuveitis in adults and 
pediatric patients 2 years of age and older. 

CONTRAINDICATIONS
None. 

WARNINGS AND PRECAUTIONS 
Serious Infections
Patients treated with HUMIRA are at increased risk for developing serious infections involving various 
organ systems and sites that may lead to hospitalization or death. Opportunistic infections due to bacterial, 
mycobacterial, invasive fungal, viral, parasitic, or other opportunistic pathogens including aspergillosis, 
blastomycosis, candidiasis, coccidioidomycosis, histoplasmosis, legionellosis, listeriosis, pneumocystosis and 
tuberculosis have been reported with TNF blockers. Patients have frequently presented with disseminated 
rather than localized disease. 
The concomitant use of a TNF blocker and abatacept or anakinra was associated with a higher risk of serious 
infections in patients with rheumatoid arthritis (RA); therefore, the concomitant use of HUMIRA and these 
biologic products is not recommended in the treatment of patients with RA [see Warnings and Precautions  
and Drug Interactions]. 
Treatment with HUMIRA should not be initiated in patients with an active infection, including localized 
infections. Patients 65 years of age and older, patients with co-morbid conditions and/or patients taking 
concomitant immunosuppressants (such as corticosteroids or methotrexate), may be at greater risk of 
infection. Consider the risks and benefits of treatment prior to initiating therapy in patients: 
• with chronic or recurrent infection;
• who have been exposed to tuberculosis;
• with a history of an opportunistic infection;
• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as 

histoplasmosis, coccidioidomycosis, or blastomycosis; or 
• with underlying conditions that may predispose them to infection.
Tuberculosis
Cases of reactivation of tuberculosis and new onset tuberculosis infections have been reported in patients 
receiving HUMIRA, including patients who have previously received treatment for latent or active tuberculosis. 
Reports included cases of pulmonary and extrapulmonary (i.e., disseminated) tuberculosis. Evaluate patients for 
tuberculosis risk factors and test for latent infection prior to initiating HUMIRA and periodically during therapy. 
Treatment of latent tuberculosis infection prior to therapy with TNF blocking agents has been shown to reduce 
the risk of tuberculosis reactivation during therapy. Prior to initiating HUMIRA, assess if treatment for latent 
tuberculosis is needed; and consider an induration of ≥ 5 mm a positive tuberculin skin test result, even for 
patients previously vaccinated with Bacille Calmette-Guerin (BCG). 
Consider anti-tuberculosis therapy prior to initiation of HUMIRA in patients with a past history of latent or active 
tuberculosis in whom an adequate course of treatment cannot be confirmed, and for patients with a negative 
test for latent tuberculosis but having risk factors for tuberculosis infection. Despite prophylactic treatment for 
tuberculosis, cases of reactivated tuberculosis have occurred in patients treated with HUMIRA. Consultation 
with a physician with expertise in the treatment of tuberculosis is recommended to aid in the decision whether 
initiating anti-tuberculosis therapy is appropriate for an individual patient. 
Strongly consider tuberculosis in the differential diagnosis in patients who develop a new infection during 
HUMIRA treatment, especially in patients who have previously or recently traveled to countries with a high 
prevalence of tuberculosis, or who have had close contact with a person with active tuberculosis. 
Monitoring
Closely monitor patients for the development of signs and symptoms of infection during and after treatment 
with HUMIRA, including the development of tuberculosis in patients who tested negative for latent tuberculosis 
infection prior to initiating therapy. Tests for latent tuberculosis infection may also be falsely negative while on 
therapy with HUMIRA. 
Discontinue HUMIRA if a patient develops a serious infection or sepsis. For a patient who develops a new 
infection during treatment with HUMIRA, closely monitor them, perform a prompt and complete diagnostic 
workup appropriate for an immunocompromised patient, and initiate appropriate antimicrobial therapy. 
Invasive Fungal Infections
If patients develop a serious systemic illness and they reside or travel in regions where mycoses are endemic, 
consider invasive fungal infection in the differential diagnosis. Antigen and antibody testing for histoplasmosis 
may be negative in some patients with active infection. Consider appropriate empiric antifungal therapy, taking 

into account both the risk for severe fungal infection and the risks of antifungal therapy, while a diagnostic 
workup is being performed. To aid in the management of such patients, consider consultation with a physician 
with expertise in the diagnosis and treatment of invasive fungal infections. 
Malignancies
Consider the risks and benefits of TNF-blocker treatment including HUMIRA prior to initiating therapy in 
patients with a known malignancy other than a successfully treated non-melanoma skin cancer (NMSC) or 
when considering continuing a TNF blocker in patients who develop a malignancy. 
Malignancies in Adults
In the controlled portions of clinical trials of some TNF-blockers, including HUMIRA, more cases of malignancies 
have been observed among TNF-blocker-treated adult patients compared to control-treated adult patients. During 
the controlled portions of 39 global HUMIRA clinical trials in adult patients with rheumatoid arthritis (RA), psoriatic 
arthritis (PsA), ankylosing spondylitis (AS), Crohn’s disease (CD), ulcerative colitis (UC), plaque psoriasis (Ps), 
hidradenitis suppurativa (HS) and uveitis (UV), malignancies, other than non-melanoma (basal cell and squamous 
cell) skin cancer, were observed at a rate (95% confidence interval) of 0.7 (0.48, 1.03) per 100 patient-years 
among 7973 HUMIRA-treated patients versus a rate of 0.7 (0.41, 1.17) per 100 patient-years among 4848 
control-treated patients (median duration of treatment of 4 months for HUMIRA-treated patients and 4 months 
for control-treated patients). In 52 global controlled and uncontrolled clinical trials of HUMIRA in adult patients 
with RA, PsA, AS, CD, UC, Ps, HS and UV, the most frequently observed malignancies, other than lymphoma and 
NMSC, were breast, colon, prostate, lung, and melanoma. The malignancies in HUMIRA-treated patients in the 
controlled and uncontrolled portions of the studies were similar in type and number to what would be expected in 
the general U.S. population according to the SEER database (adjusted for age, gender, and race).1

In controlled trials of other TNF blockers in adult patients at higher risk for malignancies (i.e., patients with COPD 
with a significant smoking history and cyclophosphamide-treated patients with Wegener’s granulomatosis), a 
greater portion of malignancies occurred in the TNF blocker group compared to the control group. 
Non-Melanoma Skin Cancer
During the controlled portions of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, Ps, HS 
and UV, the rate (95% confidence interval) of NMSC was 0.8 (0.52, 1.09) per 100 patient-years among HUMIRA-
treated patients and 0.2 (0.10, 0.59) per 100 patient-years among control-treated patients. Examine all patients, 
and in particular patients with a medical history of prior prolonged immunosuppressant therapy or psoriasis 
patients with a history of PUVA treatment for the presence of NMSC prior to and during treatment with HUMIRA. 
Lymphoma and Leukemia
In the controlled portions of clinical trials of all the TNF-blockers in adults, more cases of lymphoma have been 
observed among TNF-blocker-treated patients compared to control-treated patients. In the controlled portions 
of 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV, 2 lymphomas 
occurred among 7973 HUMIRA-treated patients versus 1 among 4848 control-treated patients. In 52 global 
controlled and uncontrolled clinical trials of HUMIRA in adult patients with RA, PsA, AS, CD, UC, Ps, HS and UV 
with a median duration of approximately 0.7 years, including 24,605 patients and over 40,215 patient-years of 
HUMIRA, the observed rate of lymphomas was approximately 0.11 per 100 patient-years. This is approximately 
3-fold higher than expected in the general U.S. population according to the SEER database (adjusted for age, 
gender, and race).1 Rates of lymphoma in clinical trials of HUMIRA cannot be compared to rates of lymphoma 
in clinical trials of other TNF blockers and may not predict the rates observed in a broader patient population. 
Patients with RA and other chronic inflammatory diseases, particularly those with highly active disease and/or 
chronic exposure to immunosuppressant therapies, may be at a higher risk (up to several fold) than the 
general population for the development of lymphoma, even in the absence of TNF blockers. Post-marketing 
cases of acute and chronic leukemia have been reported in association with TNF-blocker use in RA and 
other indications. Even in the absence of TNF-blocker therapy, patients with RA may be at a higher risk 
(approximately 2-fold) than the general population for the development of leukemia. 
Malignancies in Pediatric Patients and Young Adults
Malignancies, some fatal, have been reported among children, adolescents, and young adults who received 
treatment with TNF-blockers (initiation of therapy ≤ 18 years of age), of which HUMIRA is a member. 
Approximately half the cases were lymphomas, including Hodgkin’s and non-Hodgkin’s lymphoma. The other 
cases represented a variety of different malignancies and included rare malignancies usually associated 
with immunosuppression and malignancies that are not usually observed in children and adolescents. The 
malignancies occurred after a median of 30 months of therapy (range 1 to 84 months). Most of the patients 
were receiving concomitant immunosuppressants. These cases were reported post-marketing and are derived 
from a variety of sources including registries and spontaneous postmarketing reports. 
Postmarketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been 
reported in patients treated with TNF blockers including HUMIRA. These cases have had a very aggressive disease 
course and have been fatal. The majority of reported TNF blocker cases have occurred in patients with Crohn’s 
disease or ulcerative colitis and the majority were in adolescent and young adult males. Almost all of these patients 
had received treatment with the immunosuppressants azathioprine or 6-mercaptopurine (6–MP) concomitantly 
with a TNF blocker at or prior to diagnosis. It is uncertain whether the occurrence of HSTCL is related to use of a 
TNF blocker or a TNF blocker in combination with these other immunosuppressants. The potential risk with the 
combination of azathioprine or 6-mercaptopurine and HUMIRA should be carefully considered. 
Hypersensitivity Reactions
Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If an anaphylactic 
or other serious allergic reaction occurs, immediately discontinue administration of HUMIRA and institute 
appropriate therapy. In clinical trials of HUMIRA, hypersensitivity reactions (e.g., rash, anaphylactoid reaction, 
fixed drug reaction, non-specified drug reaction, urticaria) have been observed. 
Hepatitis B Virus Reactivation
Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) in 
patients who are chronic carriers of this virus. In some instances, HBV reactivation occurring in conjunction 
with TNF blocker therapy has been fatal. The majority of these reports have occurred in patients concomitantly 
receiving other medications that suppress the immune system, which may also contribute to HBV reactivation. 
Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF blocker 
therapy. Exercise caution in prescribing TNF blockers for patients identified as carriers of HBV. Adequate data 
are not available on the safety or efficacy of treating patients who are carriers of HBV with anti-viral therapy 
in conjunction with TNF blocker therapy to prevent HBV reactivation. For patients who are carriers of HBV and 
require treatment with TNF blockers, closely monitor such patients for clinical and laboratory signs of active HBV 
infection throughout therapy and for several months following termination of therapy. In patients who develop 
HBV reactivation, stop HUMIRA and initiate effective anti-viral therapy with appropriate supportive treatment. 
The safety of resuming TNF blocker therapy after HBV reactivation is controlled is not known. Therefore, 
exercise caution when considering resumption of HUMIRA therapy in this situation and monitor patients closely. 
Neurologic Reactions
Use of TNF blocking agents, including HUMIRA, has been associated with rare cases of new onset or 
exacerbation of clinical symptoms and/or radiographic evidence of central nervous system demyelinating 
disease, including multiple sclerosis (MS) and optic neuritis, and peripheral demyelinating disease, including 
Guillain-Barré syndrome. Exercise caution in considering the use of HUMIRA in patients with preexisting or 
recent-onset central or peripheral nervous system demyelinating disorders; discontinuation of HUMIRA should 
be considered if any of these disorders develop. There is a known association between intermediate uveitis 
and central demyelinating disorders. 
Hematological Reactions
Rare reports of pancytopenia including aplastic anemia have been reported with TNF blocking agents. Adverse 
reactions of the hematologic system, including medically significant cytopenia (e.g., thrombocytopenia, 
leukopenia) have been infrequently reported with HUMIRA. The causal relationship of these reports to HUMIRA 
remains unclear. Advise all patients to seek immediate medical attention if they develop signs and symptoms 
suggestive of blood dyscrasias or infection (e.g., persistent fever, bruising, bleeding, pallor) while on HUMIRA. 
Consider discontinuation of HUMIRA therapy in patients with confirmed significant hematologic abnormalities. 
Increased Risk of Infection when Used with Anakinra
Concurrent use of anakinra (an interleukin-1 antagonist) and another TNF-blocker, was associated with a greater 
proportion of serious infections and neutropenia and no added benefit compared with the TNF-blocker alone in 
patients with RA. Therefore, the combination of HUMIRA and anakinra is not recommended [see Drug Interactions].
Heart Failure
Cases of worsening congestive heart failure (CHF) and new onset CHF have been reported with TNF blockers. 
Cases of worsening CHF have also been observed with HUMIRA. HUMIRA has not been formally studied in 
patients with CHF; however, in clinical trials of another TNF blocker, a higher rate of serious CHF-related 
adverse reactions was observed. Exercise caution when using HUMIRA in patients who have heart failure and 
monitor them carefully. 
Autoimmunity
Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in the development of a 
lupus-like syndrome. If a patient develops symptoms suggestive of a lupus-like syndrome following treatment 
with HUMIRA, discontinue treatment [see Adverse Reactions]. 
Immunizations
In a placebo-controlled clinical trial of patients with RA, no difference was detected in anti-pneumococcal antibody 
response between HUMIRA and placebo treatment groups when the pneumococcal polysaccharide vaccine 
and influenza vaccine were administered concurrently with HUMIRA. Similar proportions of patients developed 
protective levels of anti-influenza antibodies between HUMIRA and placebo treatment groups; however, titers in 
aggregate to influenza antigens were moderately lower in patients receiving HUMIRA. The clinical significance of 
this is unknown. Patients on HUMIRA may receive concurrent vaccinations, except for live vaccines. No data are 
available on the secondary transmission of infection by live vaccines in patients receiving HUMIRA. 
It is recommended that pediatric patients, if possible, be brought up to date with all immunizations in 
agreement with current immunization guidelines prior to initiating HUMIRA therapy. Patients on HUMIRA may 
receive concurrent vaccinations, except for live vaccines. 
The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in utero is unknown. 
Risks and benefits should be considered prior to vaccinating (live or live-attenuated) exposed infants [see Use 
in Specific Populations]. 
Increased Risk of Infection When Used with Abatacept
In controlled trials, the concurrent administration of TNF-blockers and abatacept was associated with a greater 
proportion of serious infections than the use of a TNF-blocker alone; the combination therapy, compared to the 
use of a TNF-blocker alone, has not demonstrated improved clinical benefit in the treatment of RA. Therefore, 
the combination of abatacept with TNF-blockers including HUMIRA is not recommended [see Drug Interactions]. 

ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling: 
• Serious Infections [see Warnings and Precautions]
• Malignancies [see Warnings and Precautions]
• Hypersensitivity Reactions [see Warnings and Precautions]
• Hepatitis B Virus Reactivation [see Warnings and Precautions]
• Neurologic Reactions [see Warnings and Precautions]
• Hematological Reactions [see Warnings and Precautions]
• Heart Failure [see Warnings and Precautions]
• Autoimmunity [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
The most common adverse reaction with HUMIRA was injection site reactions. In placebo-controlled trials, 20% 
of patients treated with HUMIRA developed injection site reactions (erythema and/or itching, hemorrhage, pain 
or swelling), compared to 14% of patients receiving placebo. Most injection site reactions were described as 
mild and generally did not necessitate drug discontinuation. 
The proportion of patients who discontinued treatment due to adverse reactions during the double-blind, 
placebo-controlled portion of studies in patients with RA (i.e., Studies RA-I, RA-II, RA-III and RA-IV) was 7% for 
patients taking HUMIRA and 4% for placebo-treated patients. The most common adverse reactions leading to 
discontinuation of HUMIRA in these RA studies were clinical flare reaction (0.7%), rash (0.3%) and pneumonia 
(0.3%). 
Infections
In the controlled portions of the 39 global HUMIRA clinical trials in adult patients with RA, PsA, AS, CD, UC, 
Ps, HS and UV, the rate of serious infections was 4.3 per 100 patient-years in 7973 HUMIRA-treated patients 
versus a rate of 2.9 per 100 patient-years in 4848 control-treated patients. Serious infections observed 
included pneumonia, septic arthritis, prosthetic and post-surgical infections, erysipelas, cellulitis, diverticulitis, 
and pyelonephritis [see Warnings and Precautions]. 
Tuberculosis and Opportunistic Infections
In 52 global controlled and uncontrolled clinical trials in RA, PsA, AS, CD, UC, Ps, HS and UV that included 
24,605 HUMIRA-treated patients, the rate of reported active tuberculosis was 0.20 per 100 patient-years 
and the rate of positive PPD conversion was 0.09 per 100 patient-years. In a subgroup of 10,113 U.S. and 
Canadian HUMIRA-treated patients, the rate of reported active TB was 0.05 per 100 patient-years and the rate 
of positive PPD conversion was 0.07 per 100 patient-years. These trials included reports of miliary, lymphatic, 
peritoneal, and pulmonary TB. Most of the TB cases occurred within the first eight months after initiation 
of therapy and may reflect recrudescence of latent disease. In these global clinical trials, cases of serious 
opportunistic infections have been reported at an overall rate of 0.05 per 100 patient-years. Some cases of 
serious opportunistic infections and TB have been fatal [see Warnings and Precautions]. 
Autoantibodies
In the rheumatoid arthritis controlled trials, 12% of patients treated with HUMIRA and 7% of placebo-treated 
patients that had negative baseline ANA titers developed positive titers at week 24. Two patients out of 3046 
treated with HUMIRA developed clinical signs suggestive of new-onset lupus-like syndrome. The patients improved 
following discontinuation of therapy. No patients developed lupus nephritis or central nervous system symptoms. 
The impact of long-term treatment with HUMIRA on the development of autoimmune diseases is unknown. 
Liver Enzyme Elevations 
There have been reports of severe hepatic reactions including acute liver failure in patients receiving  
TNF-blockers. In controlled Phase 3 trials of HUMIRA (40 mg SC every other week) in patients with RA, PsA, 
and AS with control period duration ranging from 4 to 104 weeks, ALT elevations ≥ 3 x ULN occurred in 3.5% 
of HUMIRA-treated patients and 1.5% of control-treated patients. Since many of these patients in these trials 
were also taking medications that cause liver enzyme elevations (e.g., NSAIDS, MTX), the relationship between 
HUMIRA and the liver enzyme elevations is not clear. In a controlled Phase 3 trial of HUMIRA in patients with 
polyarticular JIA who were 4 to 17 years, ALT elevations ≥ 3 x ULN occurred in 4.4% of HUMIRA-treated patients 
and 1.5% of control-treated patients (ALT more common than AST); liver enzyme test elevations were more 
frequent among those treated with the combination of HUMIRA and MTX than those treated with HUMIRA alone. 
In general, these elevations did not lead to discontinuation of HUMIRA treatment. No ALT elevations ≥ 3 x ULN 
occurred in the open-label study of HUMIRA in patients with polyarticular JIA who were 2 to <4 years. 
In controlled Phase 3 trials of HUMIRA (initial doses of 160 mg and 80 mg, or 80 mg and 40 mg on Days 1 and 
15, respectively, followed by 40 mg every other week) in adult patients with Crohn’s Disease with a control 
period duration ranging from 4 to 52 weeks, ALT elevations ≥ 3 x ULN occurred in 0.9% of HUMIRA-treated 
patients and 0.9% of control-treated patients. In the Phase 3 trial of HUMIRA in pediatric patients with Crohn’s 
disease which evaluated efficacy and safety of two body weight based maintenance dose regimens following 
body weight based induction therapy up to 52 weeks of treatment, ALT elevations ≥ 3 x ULN occurred in 2.6% 
(5/192) of patients, of whom 4 were receiving concomitant immunosuppressants at baseline; none of these 
patients discontinued due to abnormalities in ALT tests. In controlled Phase 3 trials of HUMIRA (initial doses 
of 160 mg and 80 mg on Days 1 and 15 respectively, followed by 40 mg every other week) in adult patients 
with UC with control period duration ranging from 1 to 52 weeks, ALT elevations ≥3 x ULN occurred in 1.5% 
of HUMIRA-treated patients and 1.0% of control-treated patients. In the controlled Phase 3 trial of HUMIRA in 
patients with pediatric ulcerative colitis (N=93), which evaluated efficacy and safety of a maintenance dose of 
0.6 mg/kg (maximum of 40 mg) every other week (N=31) and a maintenance dose of 0.6 mg/kg (maximum of 
40 mg) every week (N=32), following body weight based induction doses of 2.4 mg/kg (maximum of 160 mg) 
at Week 0 and Week 1, and 1.2 mg/kg (maximum of 80 mg) at Week 2 (N=63), or an induction dose of  
2.4 mg/kg (maximum of 160 mg) at Week 0, placebo at Week 1, and 1.2 mg/kg (maximum of 80 mg) at Week 
2 (N=30), ALT elevations ≥ 3 X ULN occurred in 1.1% (1/93) of patients. In controlled Phase 3 trials of HUMIRA 
(initial dose of 80 mg then 40 mg every other week) in patients with Ps with control period duration ranging 
from 12 to 24 weeks, ALT elevations ≥ 3 x ULN occurred in 1.8% of HUMIRA-treated patients and 1.8% of 
control-treated patients. In controlled trials of HUMIRA (initial doses of 160 mg at Week 0 and 80 mg at Week 
2, followed by 40 mg every week starting at Week 4), in subjects with HS with a control period duration 
ranging from 12 to 16 weeks, ALT elevations ≥ 3 x ULN occurred in 0.3% of HUMIRA-treated subjects and 
0.6% of control-treated subjects. In controlled trials of HUMIRA (initial doses of 80 mg at Week 0 followed by 
40 mg every other week starting at Week 1) in adult patients with uveitis with an exposure of 165.4 PYs and 
119.8 PYs in HUMIRA-treated and control-treated patients, respectively, ALT elevations ≥ 3 x ULN occurred in 
2.4% of HUMIRA-treated patients and 2.4% of control-treated patients. 
Other Adverse Reactions
Rheumatoid Arthritis Clinical Studies
The data described below reflect exposure to HUMIRA in 2468 patients, including 2073 exposed for 6 months, 
1497 exposed for greater than one year and 1380 in adequate and well-controlled studies (Studies RA-I, RA-II, 
RA-III, and RA-IV). HUMIRA was studied primarily in placebo-controlled trials and in long-term follow up studies 
for up to 36 months duration. The population had a mean age of 54 years, 77% were female, 91% were 
Caucasian and had moderately to severely active rheumatoid arthritis. Most patients received 40 mg HUMIRA 
every other week. 
Table 1 summarizes reactions reported at a rate of at least 5% in patients treated with HUMIRA 40 mg every 
other week compared to placebo and with an incidence higher than placebo. In Study RA-III, the types and 
frequencies of adverse reactions in the second year open-label extension were similar to those observed in the 
one-year double-blind portion. 
Table 1.  Adverse Reactions Reported by ≥5% of Patients Treated with HUMIRA During Placebo-

Controlled Period of Pooled RA Studies (Studies RA-I, RA-II, RA-III, and RA-IV) 
HUMIRA  

40 mg subcutaneous  
Every Other Week 

Placebo

(N=705) (N=690)

Adverse Reaction (Preferred Term)

  Respiratory
     Upper respiratory infection 17% 13%

     Sinusitis 11% 9%

     Flu syndrome 7% 6%

Gastrointestinal
     Nausea 9% 8%

     Abdominal pain 7% 4%

Laboratory Tests*
     Laboratory test abnormal 8% 7%

     Hypercholesterolemia 6% 4%

     Hyperlipidemia 7% 5%

     Hematuria 5% 4%

     Alkaline phosphatase increased 5% 3%

Other
     Headache 12% 8%

     Rash 12% 6%

     Accidental injury 10% 8%

     Injection site reaction ** 8% 1%

     Back pain 6% 4%

     Urinary tract infection 8% 5%
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Indications Study  
Duration

Anti-Adalimumab Antibody 
Incidence by ELISA (n/N)

Anti-Adalimumab 
Antibody 

Incidence by ECL 
Assay (n/N)

In all patients 
who received 
adalimumab 

In patients with 
serum adalimumab 
concentrations  
< 2 mcg/mL 

Juvenile 
Idiopathic 
Arthritis 
(JIA)

4 to 17 years of ageb 48 weeks 16% (27/171) NR NA
2 to 4 years of age or 
≥ 4 years of age and 
weighing < 15 kg

24 weeks 7% (1/15)c NR NA

Psoriatic Arthritisd 48 weekse 13% (24/178) NR NA
Ankylosing Spondylitis 24 weeks 9% (16/185) NR NA
Adult Crohn’s Disease 56 weeks 3% (7/269) 8% (7/86) NA
Pediatric Crohn’s Disease 52 weeks 3% (6/182) 10% (6/58) NA
Adult Ulcerative Colitis 52 weeks 5% (19/360) 21% (19/92) NA
Pediatric Ulcerative Colitis 52 weeks 3% (3/100) 13% (3/23) 33% (33/100)i

Plaque Psoriasisf Up to 52 weeksg 8% (77/920) 21% (77/372) NA
Hidradenitis Suppurativa 36 weeks 7% (30/461) 28% (58/207)h 61% (272/445)j

Non-infectious Uveitis 52 weeks 5% (12/249) 21% (12/57) 40% (99/249)k

n: number of patients with anti-adalimumab antibody; NR: not reported; NA: Not applicable (not performed)
a In patients receiving concomitant methotrexate (MTX), the incidence of anti-adalimumab antibody was 1% 
compared to 12% with HUMIRA monotherapy 
b In patients receiving concomitant MTX, the incidence of anti-adalimumab antibody was 6% compared to 26% 
with HUMIRA monotherapy 
c This patient received concomitant MTX
d In patients receiving concomitant MTX, the incidence of antibody development was 7% compared to 1% in RA
e Subjects enrolled after completing 2 previous studies of 24 weeks or 12 weeks of treatments.
f In plaque psoriasis patients who were on HUMIRA monotherapy and subsequently withdrawn from the treatment, 
the rate of antibodies to adalimumab after retreatment was similar to the rate observed prior to withdrawal
g One 12-week Phase 2 study and one 52-week Phase 3 study
h Among subjects in the 2 Phase 3 studies who stopped HUMIRA treatment for up to 24 weeks and in whom 
adalimumab serum levels subsequently declined to <2 mcg/mL (approximately 22% of total subjects studied)
i No apparent association between antibody development and safety was observed. The association of antibody 
development and efficacy outcome was not assessed due to limited number of subjects in each treatment 
group stratified by anti-adalimumab antibody titer.
j No apparent association between antibody development and safety was observed
k No correlation of antibody development to safety or efficacy outcomes was observed  
Rheumatoid Arthritis and Psoriatic Arthritis: Patients in Studies RA-I, RA-II, and RA-III were tested at multiple 
time points for antibodies to adalimumab using the ELISA during the 6- to 12-month period. No apparent 
correlation of antibody development to adverse reactions was observed. With monotherapy, patients receiving 
every other week dosing may develop antibodies more frequently than those receiving weekly dosing. 
In patients receiving the recommended dosage of 40 mg every other week as monotherapy, the ACR 20 
response was lower among antibody-positive patients than among antibody-negative patients. The long-term 
immunogenicity of HUMIRA is unknown. 
Postmarketing Experience
The following adverse reactions have been identified during post-approval use of HUMIRA. Because these 
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to HUMIRA exposure. 
Gastrointestinal disorders: Diverticulitis, large bowel perforations including perforations associated with 
diverticulitis and appendiceal perforations associated with appendicitis, pancreatitis 
General disorders and administration site conditions: Pyrexia 
Hepato-biliary disorders: Liver failure, hepatitis 
Immune system disorders: Sarcoidosis 
Neoplasms benign, malignant and unspecified (including cysts and polyps): Merkel Cell Carcinoma 
(neuroendocrine carcinoma of the skin) 
Nervous system disorders: Demyelinating disorders (e.g., optic neuritis, Guillain-Barré syndrome), 
cerebrovascular accident 
Respiratory disorders: Interstitial lung disease, including pulmonary fibrosis, pulmonary embolism 
Skin reactions: Stevens Johnson Syndrome, cutaneous vasculitis, erythema multiforme, new or worsening 
psoriasis (all sub-types including pustular and palmoplantar), alopecia, lichenoid skin reaction 
Vascular disorders: Systemic vasculitis, deep vein thrombosis 

DRUG INTERACTIONS
Methotrexate
HUMIRA has been studied in rheumatoid arthritis (RA) patients taking concomitant methotrexate (MTX). 
Although MTX reduced the apparent adalimumab clearance, the data do not suggest the need for dose 
adjustment of either HUMIRA or MTX. 
Biological Products 
In clinical studies in patients with RA, an increased risk of serious infections has been observed with the 
combination of TNF blockers with anakinra or abatacept, with no added benefit; therefore, use of HUMIRA with 
abatacept or anakinra is not recommended in patients with RA [see Warnings and Precautions]. A higher rate of 
serious infections has also been observed in patients with RA treated with rituximab who received subsequent 
treatment with a TNF blocker. There is insufficient information regarding the concomitant use of HUMIRA and 
other biologic products for the treatment of RA, PsA, AS, CD, UC, Ps, HS and UV. Concomitant administration of 
HUMIRA with other biologic DMARDS (e.g., anakinra and abatacept) or other TNF blockers is not recommended 
based upon the possible increased risk for infections and other potential pharmacological interactions. 
Live Vaccines
Avoid the use of live vaccines with HUMIRA [see Warnings and Precautions]. 
Cytochrome P450 Substrates
The formation of CYP450 enzymes may be suppressed by increased concentrations of cytokines  
(e.g., TNFα, IL-6) during chronic inflammation. It is possible for a molecule that antagonizes cytokine activity, 
such as adalimumab, to influence the formation of CYP450 enzymes. Upon initiation or discontinuation of 
HUMIRA in patients being treated with CYP450 substrates with a narrow therapeutic index, monitoring of 
the effect (e.g., warfarin) or drug concentration (e.g., cyclosporine or theophylline) is recommended and the 
individual dose of the drug product may be adjusted as needed. 

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Available studies with use of adalimumab during pregnancy do not reliably establish an association between 
adalimumab and major birth defects. Clinical data are available from the Organization of Teratology Information 
Specialists (OTIS)/MotherToBaby HUMIRA Pregnancy Registry in pregnant women with rheumatoid arthritis (RA) 
or Crohn’s disease (CD). Registry results showed a rate of 10% for major birth defects with first trimester use 
of adalimumab in pregnant women with RA or CD and a rate of 7.5% for major birth defects in the disease-
matched comparison cohort. The lack of pattern of major birth defects is reassuring and differences between 
exposure groups may have impacted the occurrence of birth defects (see Data). 
Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect 
immune response in the in-utero exposed infant (see Clinical Considerations). In an embryo-fetal perinatal 
development study conducted in cynomolgus monkeys, no fetal harm or malformations were observed with 
intravenous administration of adalimumab during organogenesis and later in gestation, at doses that produced 
exposures up to approximately 373 times the maximum recommended human dose (MRHD) of 40 mg 
subcutaneous without methotrexate (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated populations is 
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the 
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2-4% and 15-20%, respectively. 
Clinical Considerations
Disease-associated maternal and embryo/fetal risk
Published data suggest that the risk of adverse pregnancy outcomes in women with RA or inflammatory bowel 
disease (IBD) is associated with increased disease activity. Adverse pregnancy outcomes include preterm delivery 
(before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational age at birth. 
Fetal/Neonatal Adverse Reactions
Monoclonal antibodies are increasingly transported across the placenta as pregnancy progresses, with the 
largest amount transferred during the third trimester (see Data). Risks and benefits should be considered prior 
to administering live or live-attenuated vaccines to infants exposed to HUMIRA in utero [see Use in Specific 
Populations]. 
Data
Human Data
A prospective cohort pregnancy exposure registry conducted by OTIS/MotherToBaby in the U.S. and Canada 
between 2004 and 2016 compared the risk of major birth defects in live-born infants of 221 women (69 RA, 
152 CD) treated with adalimumab during the first trimester and 106 women (74 RA, 32 CD) not treated with 
adalimumab. 
The proportion of major birth defects among live-born infants in the adalimumab-treated and untreated cohorts 
was 10% (8.7% RA, 10.5% CD) and 7.5% (6.8% RA, 9.4% CD), respectively. The lack of pattern of major birth 
defects is reassuring and differences between exposure groups may have impacted the occurrence of birth 
defects. This study cannot reliably establish whether there is an association between adalimumab and major 
birth defects because of methodological limitations of the registry, including small sample size, the voluntary 
nature of the study, and the non-randomized design. 

In an independent clinical study conducted in ten pregnant women with IBD treated with HUMIRA, adalimumab 
concentrations were measured in maternal serum as well as in cord blood (n=10) and infant serum (n=8) on 
the day of birth. The last dose of HUMIRA was given between 1 and 56 days prior to delivery. Adalimumab 
concentrations were 0.16-19.7 µg/mL in cord blood, 4.28-17.7 µg/mL in infant serum, and 0-16.1 µg/mL in 
maternal serum. In all but one case, the cord blood concentration of adalimumab was higher than the maternal 
serum concentration, suggesting adalimumab actively crosses the placenta. In addition, one infant had serum 
concentrations at each of the following: 6 weeks (1.94 µg/mL), 7 weeks (1.31 µg/mL), 8 weeks (0.93 µg/mL), 
and 11 weeks (0.53 µg/mL), suggesting adalimumab can be detected in the serum of infants exposed in utero 
for at least 3 months from birth. 
Animal Data
In an embryo-fetal perinatal development study, pregnant cynomolgus monkeys received adalimumab from 
gestation days 20 to 97 at doses that produced exposures up to 373 times that achieved with the MRHD 
without methotrexate (on an AUC basis with maternal IV doses up to 100 mg/kg/week). Adalimumab did not 
elicit harm to the fetuses or malformations. 
Lactation
Risk Summary
Limited data from case reports in the published literature describe the presence of adalimumab in human 
milk at infant doses of 0.1% to 1% of the maternal serum concentration. Published data suggest that the 
systemic exposure to a breastfed infant is expected to be low because adalimumab is a large molecule and is 
degraded in the gastrointestinal tract. However, the effects of local exposure in the gastrointestinal tract are 
unknown. There are no reports of adverse effects of adalimumab on the breastfed infant and no effects on 
milk production. The developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for HUMIRA and any potential adverse effects on the breastfed child from HUMIRA or 
from the underlying maternal condition. 
Pediatric Use
The safety and effectiveness of HUMIRA have been established for: 
• reducing signs and symptoms of moderately to severely active polyarticular JIA in pediatric patients 2 years 

of age and older. 
• the treatment of moderately to severely active Crohn’s disease in pediatric patients 6 years of age and older.
• the treatment of moderately to severely active ulcerative colitis in pediatric patients 5 years of age and older.
• the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older. 
• the treatment of non-infectious intermediate, posterior, and panuveitis in pediatric patients 2 years of age 

and older.
Due to its inhibition of TNFα, HUMIRA administered during pregnancy could affect immune response in the  
in utero-exposed newborn and infant. Data from eight infants exposed to HUMIRA in utero suggest adalimumab 
crosses the placenta [see Use in Specific Populations]. The clinical significance of elevated adalimumab 
concentrations in infants is unknown. The safety of administering live or live-attenuated vaccines in exposed 
infants is unknown. Risks and benefits should be considered prior to vaccinating (live or live-attenuated) 
exposed infants. 
Post-marketing cases of lymphoma, including hepatosplenic T-cell lymphoma and other malignancies, some 
fatal, have been reported among children, adolescents, and young adults who received treatment with  
TNF-blockers including HUMIRA [see Warnings and Precautions]. 
Juvenile Idiopathic Arthritis
In Study JIA-I, HUMIRA was shown to reduce signs and symptoms of active polyarticular JIA in patients 4 to  
17 years of age. In Study JIA-II, the safety profile for patients 2 to <4 years of age was similar to the safety 
profile for patients 4 to 17 years of age with polyarticular JIA [see Adverse Reactions]. HUMIRA has not been 
studied in patients with polyarticular JIA less than 2 years of age or in patients with a weight below 10 kg. 
The safety of HUMIRA in patients in the polyarticular JIA trials was generally similar to that observed in adults 
with certain exceptions [see Adverse Reactions]. 
The safety and effectiveness of HUMIRA have not been established in pediatric patients with JIA less than  
2 years of age.
Pediatric Crohn’s Disease
The safety and effectiveness of HUMIRA for the treatment of moderately to severely active Crohn’s disease 
have been established in pediatric patients 6 years of age and older. Use of HUMIRA for this indication is 
supported by evidence from adequate and well-controlled studies in adults with additional data from a 
randomized, double-blind, 52-week clinical study of two dose concentrations of HUMIRA in 192 pediatric 
patients (6 years to 17 years of age) [see Adverse Reactions]. The adverse reaction profile in patients 6 years 
to 17 years of age was similar to adults. 
The safety and effectiveness of HUMIRA have not been established in pediatric patients with Crohn’s disease 
less than 6 years of age. 
Pediatric Ulcerative Colitis
The safety and effectiveness of HUMIRA for the treatment of moderately to severely active ulcerative colitis 
have been established in pediatric patients 5 years of age and older.  Use of HUMIRA for this indication 
is supported by evidence from adequate and well-controlled studies in adults with additional data from a 
randomized, double-blind, 52-week clinical study of two dose concentrations of HUMIRA in 93 pediatric 
patients (5 years to 17 years of age) [see Adverse Reactions]. The adverse reaction profile in patients 5 years 
to 17 years of age was similar to adults. 
The effectiveness of HUMIRA has not been established in patients who have lost response or were intolerant 
to TNF blockers.
The safety and effectiveness of HUMIRA have not been established in pediatric patients with ulcerative colitis 
less than 5 years of age.
Pediatric Uveitis
The safety and effectiveness of HUMIRA for the treatment of non-infectious uveitis have been established in 
pediatric patients 2 years of age and older. The use of HUMIRA is supported by evidence from adequate and 
well-controlled studies of HUMIRA in adults and a 2:1 randomized, controlled clinical study in 90 pediatric 
patients. The safety and effectiveness of HUMIRA have not been established in pediatric patients with uveitis 
less than 2 years of age. 
Hidradenitis Suppurativa
Use of HUMIRA in pediatric patients 12 years of age and older for HS is supported by evidence from adequate 
and well-controlled studies of HUMIRA in adult HS patients. Additional population pharmacokinetic modeling 
and simulation predicted that weight-based dosing of HUMIRA in pediatric patients 12 years of age and older 
can provide generally similar exposure to adult HS patients. The course of HS is sufficiently similar in adult and 
adolescent patients to allow extrapolation of data from adult to adolescent patients. The recommended dosage 
in pediatric patients 12 years of age or older is based on body weight. 
The safety and effectiveness of HUMIRA have not been established in patients less than 12 years of age with HS. 
Geriatric Use
A total of 519 RA patients 65 years of age and older, including 107 patients 75 years of age and older, received 
HUMIRA in clinical studies RA-I through IV. No overall difference in effectiveness was observed between these 
patients and younger patients. The frequency of serious infection and malignancy among HUMIRA treated 
patients 65 years of age and older was higher than for those less than 65 years of age. Consider the benefits 
and risks of HUMIRA in patients 65 years of age and older.  In patients treated with HUMIRA, closely monitor for 
the development of infection or malignancy [see Warnings and Precautions]. 
OVERDOSAGE
Doses up to 10 mg/kg have been administered to patients in clinical trials without evidence of dose-limiting 
toxicities. In case of overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions or effects and appropriate symptomatic treatment instituted immediately. 

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal studies of HUMIRA have not been conducted to evaluate the carcinogenic potential or its 
effect on fertility. 

PATIENT COUNSELING INFORMATION
Advise the patient or caregiver to read the FDA-approved patient labeling (Medication Guide and Instructions 
for Use). 
Infections
Inform patients that HUMIRA may lower the ability of their immune system to fight infections. Instruct patients 
of the importance of contacting their doctor if they develop any symptoms of infection, including tuberculosis, 
invasive fungal infections, and reactivation of hepatitis B virus infections [see Warnings and Precautions]. 
Malignancies
Counsel patients about the risk of malignancies while receiving HUMIRA [see Warnings and Precautions] 
Hypersensitivity Reactions
Advise patients to seek immediate medical attention if they experience any symptoms of severe 
hypersensitivity reactions. Advise latex-sensitive patients that the needle cap of the HUMIRA 40 mg/0.8 mL  
Pen and 40 mg/0.8 mL, 20 mg/0.4 mL and 10 mg/0.2 mL prefilled syringe may contain natural rubber latex 
[see Warnings and Precautions]. 
Other Medical Conditions
Advise patients to report any signs of new or worsening medical conditions such as congestive heart failure, 
neurological disease, autoimmune disorders, or cytopenias. Advise patients to report any symptoms suggestive 
of a cytopenia such as bruising, bleeding, or persistent fever [see Warnings and Precautions]. 

AbbVie Inc. 
North Chicago, IL 60064, U.S.A. 
US License Number 1889 
Ref:  20066565  Revised:  2/2021
LAB-4655 MASTER

HUMIRA  
40 mg subcutaneous  

Every Other Week 

Placebo

(N=705) (N=690)

     Hypertension 5% 3%

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

Less Common Adverse Reactions in Rheumatoid Arthritis Clinical Studies
Other infrequent serious adverse reactions that do not appear in the Warnings and Precautions or Adverse 
Reaction sections that occurred at an incidence of less than 5% in HUMIRA-treated patients in RA studies were: 
Body As A Whole: Pain in extremity, pelvic pain, surgery, thorax pain 
Cardiovascular System: Arrhythmia, atrial fibrillation, chest pain, coronary artery disorder, heart arrest, hypertensive 
encephalopathy, myocardial infarct, palpitation, pericardial effusion, pericarditis, syncope, tachycardia 
Digestive System: Cholecystitis, cholelithiasis, esophagitis, gastroenteritis, gastrointestinal hemorrhage, 
hepatic necrosis, vomiting 
Endocrine System: Parathyroid disorder 
Hemic And Lymphatic System: Agranulocytosis, polycythemia 
Metabolic And Nutritional Disorders: Dehydration, healing abnormal, ketosis, paraproteinemia, peripheral edema 
Musculo-Skeletal System: Arthritis, bone disorder, bone fracture (not spontaneous), bone necrosis, joint 
disorder, muscle cramps, myasthenia, pyogenic arthritis, synovitis, tendon disorder 
Neoplasia: Adenoma 
Nervous System: Confusion, paresthesia, subdural hematoma, tremor 
Respiratory System: Asthma, bronchospasm, dyspnea, lung function decreased, pleural effusion 
Special Senses: Cataract 
Thrombosis: Thrombosis leg 
Urogenital System: Cystitis, kidney calculus, menstrual disorder 
Juvenile Idiopathic Arthritis Clinical Studies
In general, the adverse reactions in the HUMIRA-treated patients in the polyarticular juvenile idiopathic arthritis 
(JIA) trials (Studies JIA-I and JIA-II) were similar in frequency and type to those seen in adult patients [see 
Warnings and Precautions, Adverse Reactions]. Important findings and differences from adults are discussed 
in the following paragraphs. 
In Study JIA-I, HUMIRA was studied in 171 patients who were 4 to 17 years of age, with polyarticular JIA. 
Severe adverse reactions reported in the study included neutropenia, streptococcal pharyngitis, increased 
aminotransferases, herpes zoster, myositis, metrorrhagia, and appendicitis. Serious infections were observed 
in 4% of patients within approximately 2 years of initiation of treatment with HUMIRA and included cases of 
herpes simplex, pneumonia, urinary tract infection, pharyngitis, and herpes zoster. 
In Study JIA-I, 45% of patients experienced an infection while receiving HUMIRA with or without concomitant 
MTX in the first 16 weeks of treatment. The types of infections reported in HUMIRA-treated patients were 
generally similar to those commonly seen in polyarticular JIA patients who are not treated with TNF blockers. 
Upon initiation of treatment, the most common adverse reactions occurring in this patient population 
treated with HUMIRA were injection site pain and injection site reaction (19% and 16%, respectively). A less 
commonly reported adverse event in patients receiving HUMIRA was granuloma annulare which did not lead to 
discontinuation of HUMIRA treatment. 
In the first 48 weeks of treatment in Study JIA-I, non-serious hypersensitivity reactions were seen in 
approximately 6% of patients and included primarily localized allergic hypersensitivity reactions and allergic rash. 
In Study JIA-I, 10% of patients treated with HUMIRA who had negative baseline anti-dsDNA antibodies 
developed positive titers after 48 weeks of treatment. No patient developed clinical signs of autoimmunity 
during the clinical trial. 
Approximately 15% of patients treated with HUMIRA developed mild-to-moderate elevations of creatine 
phosphokinase (CPK) in Study JIA-I. Elevations exceeding 5 times the upper limit of normal were observed in 
several patients. CPK concentrations decreased or returned to normal in all patients. Most patients were able 
to continue HUMIRA without interruption. 
In Study JIA-II, HUMIRA was studied in 32 patients who were 2 to <4 years of age or 4 years of age and older 
weighing <15 kg with polyarticular JIA. The safety profile for this patient population was similar to the safety 
profile seen in patients 4 to 17 years of age with polyarticular JIA. 
In Study JIA-II, 78% of patients experienced an infection while receiving HUMIRA. These included 
nasopharyngitis, bronchitis, upper respiratory tract infection, otitis media, and were mostly mild to moderate in 
severity. Serious infections were observed in 9% of patients receiving HUMIRA in the study and included dental 
caries, rotavirus gastroenteritis, and varicella. 
In Study JIA-II, non-serious allergic reactions were observed in 6% of patients and included intermittent 
urticaria and rash, which were all mild in severity. 
Psoriatic Arthritis and Ankylosing Spondylitis Clinical Studies
HUMIRA has been studied in 395 patients with psoriatic arthritis (PsA) in two placebo-controlled trials and in 
an open label study and in 393 patients with ankylosing spondylitis (AS) in two placebo-controlled studies. The 
safety profile for patients with PsA and AS treated with HUMIRA 40 mg every other week was similar to the 
safety profile seen in patients with RA, HUMIRA Studies RA-I through IV. 
Crohn’s Disease Clinical Studies
Adults:  The safety profile of HUMIRA in 1478 adult patients with Crohn’s disease from four placebo-controlled 
and two open-label extension studies was similar to the safety profile seen in patients with RA. 
Pediatric Patients 6 Years to 17 Years:  The safety profile of HUMIRA in 192 pediatric patients from one double-
blind study (Study PCD-I) and one open-label extension study was similar to the safety profile seen in adult 
patients with Crohn’s disease. 
During the 4-week open label induction phase of Study PCD-I, the most common adverse reactions occurring 
in the pediatric population treated with HUMIRA were injection site pain and injection site reaction (6% and 
5%, respectively). 
A total of 67% of children experienced an infection while receiving HUMIRA in Study PCD-I. These included 
upper respiratory tract infection and nasopharyngitis. 
A total of 5% of children experienced a serious infection while receiving HUMIRA in Study PCD-I. These included 
viral infection, device related sepsis (catheter), gastroenteritis, H1N1 influenza, and disseminated histoplasmosis. 
In Study PCD-I, allergic reactions were observed in 5% of children which were all non-serious and were 
primarily localized reactions. 
Ulcerative Colitis Clinical Studies
Adults: The safety profile of HUMIRA in 1010 adult patients with ulcerative colitis (UC) from two placebo-
controlled studies and one open-label extension study was similar to the safety profile seen in patients with RA.
Pediatric Patients 5 Years to 17 Years:  The safety profile of HUMIRA in 93 pediatric patients with ulcerative 
colitis from one double-blind study and one open-label extension study was similar to the safety profile seen in 
adult patients with ulcerative colitis.
Plaque Psoriasis Clinical Studies
HUMIRA has been studied in 1696 subjects with plaque psoriasis (Ps) in placebo-controlled and open-label 
extension studies. The safety profile for subjects with Ps treated with HUMIRA was similar to the safety profile 
seen in subjects with RA with the following exceptions. In the placebo-controlled portions of the clinical trials in Ps 
subjects, HUMIRA-treated subjects had a higher incidence of arthralgia when compared to controls (3% vs. 1%). 
Hidradenitis Suppurativa Clinical Studies
HUMIRA has been studied in 727 subjects with hidradenitis suppurativa (HS) in three placebo-controlled 
studies and one open-label extension study. The safety profile for subjects with HS treated with HUMIRA 
weekly was consistent with the known safety profile of HUMIRA. 
Flare of HS, defined as ≥25% increase from baseline in abscesses and inflammatory nodule counts and with a 
minimum of 2 additional lesions, was documented in 22 (22%) of the 100 subjects who were withdrawn from 
HUMIRA treatment following the primary efficacy timepoint in two studies. 
Uveitis Clinical Studies
HUMIRA has been studied in 464 adult patients with uveitis (UV) in placebo-controlled and open-label extension 
studies and in 90 pediatric patients with uveitis (Study PUV-I). The safety profile for patients with UV treated 
with HUMIRA was similar to the safety profile seen in patients with RA. 
Immunogenicity
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation 
is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of 
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including 
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying 
disease. For these reasons, comparison of the incidence of antibodies in the studies described below with the 
incidence of antibodies in other studies or to other adalimumab products may be misleading.
There are two assays that have been used to measure anti-adalimumab antibodies. With the ELISA, antibodies 
to adalimumab could be detected only when serum adalimumab concentrations were < 2 mcg/mL. The ECL 
assay can detect anti-adalimumab antibody titers independent of adalimumab concentrations in the serum 
samples. The incidence of anti-adalimumab antibody (AAA) development in patients treated with HUMIRA are 
presented in Table 2.
Table 2:  Anti-Adalimumab Antibody Development Determined by ELISA and ECL Assay in Patients 

Treated with HUMIRA
Indications Study  

Duration
Anti-Adalimumab Antibody 
Incidence by ELISA (n/N)

Anti-Adalimumab 
Antibody 

Incidence by ECL 
Assay (n/N)

In all patients 
who received 
adalimumab 

In patients with 
serum adalimumab 
concentrations  
< 2 mcg/mL 

Rheumatoid Arthritisa 6 to 12 months 5% (58/1062) NR NA
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Quick TAKES

rosacea
Isotretinoin may benefi t some patients, but 
the improvement could be temporary.

Some features of rosacea may respond well to 
medications combined with laser or light-energy devices.

No single medication can treat 
combination rosacea successfully.

Multimodal Plan Combats 
Combination Rosacea
BOB KRONEMYER | Sta�  Correspondent

R osacea with more than one phenotypic characteristic cannot 
be e� ectively treated with a single medication, according to 
Hilary Baldwin, MD, medical director of the Acne Treatment 
and Research Center, Brooklyn, New York, and clinical asso-

ciate professor at Rutgers Robert Wood Johnson Medical Center, New 
Brunswick, New Jersey. During a presentation at the American Acad-
emy of Dermatology Summer Meeting, she used examples of challeng-
ing cases to show how to develop successful combination regimens.1

“When the patient has combination rosacea, you always need multiple 
medications or procedures,” Baldwin said. “For instance, a patient may 
have both background erythema and papules and pustules. Another may 
have some telangiectasias and some � ushing, perhaps along with symp-
toms of stinging, burning, and itching. There is no single modality that 
treats all of the varied signs of rosacea. You will need at least 2 pharmaco-
logic/procedural techniques to make that patient well.”

In the past 5 years, consensus and expert groups have advocated eradi-
cating the subtype descriptions of rosacea. “Rather than trying to squeeze 
people into subtypes, we realize that most patients have a combination 
of signs and symptoms; a little bit of this and a little bit of that,” Baldwin 
said. “One of the most important reasons for doing that is that there is no 
single medication that makes people with a little bit of this and a little bit 
of that fully well.”

This new phenotypic description underscores the importance of eval-
uating rosacea carefully with mirror in hand, Baldwin said: “I recommend 
pointing out the salient features and then discussing how we can approach 
each aspect of the disease.” 

Clinicians also should ask patients what symptom bothers them most. 
“Therefore, we can tailor the treatment to the patient’s speci� c phenotype, 
as well as to their needs and desires,” Baldwin said. 

For primarily vascular rosacea, Baldwin uses brimonidine or oxyme-
tazoline. In some cases, she may layer on a therapeutic modality such as 
laser or light-based therapy.

For papulopustular rosacea, she advised using an anti-in� ammatory 
dose of doxycycline, topical minocycline, and/or topical ivermectin. A 
microencapsulated benzoyl peroxide will also soon be available, she 
added. For papulopustular rosacea that fails to respond to the conven-
tional medications listed above, isotretinoin may o� er an answer. “The 
data for isotretinoin demonstrates improvement in papules and pustules 
and to some extent in erythema,” Baldwin said. “Isotretinoin also has the 
ability to shrink phymatous tissue and prevent worsening of phymas.”

However, unlike outcomes when using isotretinoin for acne, the 
improvement seen in rosacea may be temporary. “Upon discontinuation 

of the medication, rosacea frequently returns, whereas with acne, 80% of 
people who use isotretinoin never see acne again,” Baldwin said. “One 
explanation is that isotretinoin may act as an anti-in� ammatory in rosa-
cea, so once the drug is stopped, the in� ammation returns.”

Baldwin presented a case of a pregnant woman with rosacea fulminans. 
“Originally, the woman was misdiagnosed with acne and failed to respond 
to treatment,” she said. The condition progressed to involve the entire face 
with deep, nodules with extensive scarring but was � nally treated success-
fully with prednisone. “In this particular case, the woman’s obstetrician 
was very forward-thinking and in favor of us using prednisone,” she said. 

Despite the safety concerns related to prednisone, “this was one of 
those times when the risk-bene� t ratio favored its use,” Baldwin said. 
“The patient’s baby was � ne, although delivered 2 weeks premature. The 
mother was also totally healthy.”

Baldwin believes that nearly all challenging cases of rosacea can be 
overcome. “Sometimes you have to think outside the box, and some-
times you have to move beyond the FDA-approved therapies, including 
isotretinoin and prednisone,” she said. “With a combination of medica-
tions, most rosacea patients can be brought to a reasonable level of dis-
ease, if not clear.”

The treatment protocol for severe rosacea, however, may require sev-
eral medications; an oral and 1 or 2 topical medications, along with a 
physical modality that may not be covered by insurance. “This regimen 
may be prohibitive in cost or beyond what the patient is willing to com-
mit to,” Baldwin said. 
Disclosures
Baldwin is an advisory board member and speaker for Galderma, Ortho Dermatologics, VYNE Therapeutics, and SUN 
Dermatology.

Reference
1  Baldwin H. Challenging cases in acne and rosacea. Presented at: American Academy of Dermatologists 2021 Summer Meet-

ing; August 5-8, 2021; Tampa, FL.

“There is no single pharmacologic modality that 
treats several [rosacea] conditions. You need at 
least 2 medications to make that patient well.”

Hilary Baldwin, MD 
New Brunswick, New Jersey
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Quick TAKES

skin cancer
After an initial in-office examination, 
patients may be able to follow up 
with an at-home test kit.

Recent study results showed that a 2-GEP 
test had a negative predictive value of 
greater than 99%; a 3-GEP test, 99.6%.

Genetic expression profiling (GEP) offers 
the potential to improve melanoma 
diagnosis and reduce biopsy need.

Genetics Offers Tool in 
Tough Melanoma Cases
LINDA STOCUM | Assistant Editor

G enetic expression profiling (GEP) 
may become an important tool to 
aid melanoma diagnosis, according 
to Darrell Rigel, MD, MS, a clinical 

professor and director of the Melanoma Surveil-
lance Clinic at the Icahn School of Medicine at 
Mount Sinai in New York, New York. He pro-
vided an overview of recent findings that demon-
strated the accuracy of melanoma diagnosing at 
the 2021 Fall Clinical Dermatology Conference, 
held October 21 to 24 in Las Vegas, Nevada.1 
During his presentation, he also explained the 
potential of the technique.

Rigel cited a 2017 study in which a noninva-
sive pigmented lesion assay (PLA) using a 2-GEP 
technique was evaluated in 555 pigmented lesions   
(157 training and 398 validation samples) obtained 
via adhesive patch biopsy.2 The technique searches 
for either a LINC or PRAME gene and determines 
melanoma from nonmelanoma samples with a 91% 
sensitivity and a specificity of 69%, with a 95% CI. 
The investigators concluded that GEP can classify 
pigmented lesions into melanoma and nonmela-
noma groups and may be helpful with diagnos-
tic challenges.

Newer research supports this claim, Rigel 
continued. In a 2021 trial, 90 dermatology cli-
nicians tested 3418 lesions using 2-GEP. The 
median patient age was 48 years, with 62% female 
and 39% male patients. Of the total lesions, 324 
(9.48%) were determined to be positive by 2-GEP 
testing—90.5% avoided unnecessary biopsy—
and 316 were biopsied (97.5%), with 313 pathol-
ogy reports available for analysis. Of the biop-
sied lesions, 18.7% were melanoma and 43% 
were dysplastic nevi, which was determined 
histopathologically.3 

Of the melanomas and dysplastic nevi:
	\ 134 of 195 (61.7%) expressed a single gene (L+/
P– or L–/P+), and 
	\ 61 of 195 (31.3%) expressed both genes (L+/P+).

When focusing solely on the melanomas, it 
was found that:

	\ 31 of 59 (52.5%) confirmed melanomas expressed 
a single gene (L+/– or L–/P+), with 14 (23.7%) 
expressing LINC only (L+/P–) and 17 (28.8%) 
expressing PRAME only (L–/P+); and
	\ 28 of  59 (47.5%) confirmed melanomas expressed 
both genes (L+/P+).
Rigel quoted the study authors: “Lesions clin-

ically suspicious of melanoma exist along a spec-
trum of genomic atypia,” they wrote. “There is a 
correlation between increasing genomic atypia and 
melanoma-associated pathology atypia.”

In addition, Rigel detailed a trial in which GEP 
was shown to increase both the real-world nega-
tive predictive value (NPV) and positive predic-
tive value (PPV) of the melanoma diagnostic path-
way and reduced biopsy burden.

In another study, researchers investigated 
2-GEP–negative pigmented lesions (1233 total) for 
evidence of malignancy for up to 36 months and 
retested a separate prospective cohort of 2-GEP–
negative lesions (302) up to 2 years after initial test-
ing. The results demonstrated that in this real-
world intended-use population, the 2-GEP has 
an NPV of greater than 99%, confirming the high 
NPV established in previous clinical studies.4

A PPV of 18.7% was determined by using a 
US-based registry of 2-GEP–tested cases (3418), 
identifying the melanoma diagnoses based on 
the 2-GEP–positive lesions. Of the 5993 lesions 
tested in the TRUST study and registry cases, 
most 2-GEP tests results were negative and not 
subjected to surgical biopsy. The 2-GEP test 
reduced surgical biopsies by 83.5% to 86.5% 
in the TRUST study and US registry cohorts, 
respectively.

Rigel went on to describe the DermTech PLA 
kit, which uses 2-GEP analysis. Following an 
initial appointment to assess the patient’s skin, 
the physician can order the PLA kit, which will 
be shipped directly to the patient. A follow-up 
appointment must be scheduled so the physician 
can supervise the patient, which can be done vir-
tually. Finally, the laboratory analyzes the sample 

and reports the results to the physician.
A 3-GEP test (PLAplus) tests for a third gene, 

TERT. Rigel explained that TERT promoter 
mutations are detected in 70% of histopatholog-
ically confirmed melanomas, and 97% of histo-
pathologically confirmed melanomas express 
TERT and/or LINC and/or PRAME.5,6

Mutations in the cell can lead to oncogenesis 
through functional increases in TERT protein, 
telomerase activity, telomere length, cell immortal-
ization, and proliferation, according to Rigel. It is 
associated with histopathologic features of aggres-
siveness and poor survival in melanoma.

The 3-GEP data showed a 97% sensitivity 
with a 62% specificity, leading to a 99.6% NPV.

Rigel concluded the presentation with 3 points:
1.  Efficiency and accuracy are critical in malig-

nant melanoma diagnosis.
2.  Genomics is affecting this area.
3.  Both 2- and 3-GEP testing can be useful 

adjuncts in the clinical setting. 
Disclosure
Rigel is on the advisory board of, received honoraria from, and is an investigator for 
Castle Biosciences. He is a consultant for DermTech. 
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Quick TAKES

psoriasis

Psoriasis Checklist: 
Pipeline Drugs to Watch

New medications 
could launch in 2022.

Physicians seek more nonsteroidal 
options for treating psoriasis.

A trio of pipeline drugs, 2 topical and 
1 oral, shows promise for psoriasis.

LISETTE HILTON | Staff Correspondent

T hree psoriasis drugs—2 topicals and 
1 oral—are promising investigational 
treatments and, if FDA approved, 
could become important options, 

according to Mark G. Lebwohl, MD, professor 
of dermatology at the Icahn School of Medicine 
at Mount Sinai in New York, New York, and an 
editorial advisory board member for Dermatol-
ogy Times®. Lebwohl presented the phase 3 trial 
results during the 2021 Fall Clinical Dermatol-
ogy Conference held October 21 to 24 in Las 
Vegas, Nevada, and virtually.1

“Topicals are used by every patient with pso-
riasis, whether their condition is mild, moder-
ate, or severe,” Lebwohl said. “Only about 20% 
of patients with psoriasis are ideal candidates 
for biologics, and, of that total, a proportion of 
patients will achieve psoriasis area and severity 
index [PASI] 75 or 90. That still leaves 10% to 
25% improvement to reach clear or almost clear, 
so there’s a major need for more topicals, particu-
larly nonsteroids.”

PSOARING 1 (NCT03956355) and 
PSOARING 2 (NCT03983980) are identically 
designed studies looking at use of tapinarof cream 
(GSK2894512; Dermavant), a once-daily topical 
aryl hydrocarbon receptor agonist.

The 12-week, double-blind, placebo-con-
trolled trials showed that 20% of patients with 
mild disease, 40% with moderate plaque psoria-
sis, and 36% with severe disease responded to the 
topical. Body surface area affected—whether more 
or less than 10%—had no impact on results, with 
more than 35% of patients responding to tapinarof, 
according to Lebwohl. 

“Whether the patient had psoriasis for less 
than 5 years, 5 to 10 years, or more than 10 years, 
the response rate fell between 35% and 39%,” Leb-
wohl said. “[Male and female patients] responded 
similarly. Interestingly, patients older than 65 
responded a little bit better than younger patients. 
Of the responders, the proportion of patients that 
were clear was 40.9%. The proportion of patients 

that were clear or almost clear with a 2-grade 
improvement was 58%.

“Tapinarof appeared to be as effective as 
high-potency steroids without their adverse 
effects,” Lebwohl continued. “The data also 
revealed a durable response. Results lasted                
4 months—we’re just not used to that. According 
to the trial results, tapinarof led to complete clear-
ing even on sensitive skin sites.”

Topical roflumilast (ARQ-151; Arcutis Bio-
therapeutics), a phosphodiesterase-4 enzyme 
inhibitor, was shown in phase 3 research to be 
highly effective and comparable to strong steroids 
for psoriasis, according to Lebwohl. “Roflumilast 
was effective to an extraordinary degree for inter-
triginous psoriasis,” he said. “This is a needed 
option for patients. We don’t like using steroids in 
the body folds, the groin, the armpits…so we need 
a nonsteroid medication, and it turns out roflumi-
last showed high efficacy in those sites.”

Oral deucravacitinib (BMS-986165; Bris-
tol Myers Squibb) is a tyrosine kinase 2 (TYK2) 
inhibitor. “Deucravacitinib is considered a Janus 
kinase [JAK] inhibitor, but unlike the other JAK 
inhibitors, which can cross-react with one another 
because they bind to a common binding site on 
the [JAK] molecule, this one does not,” he said. 
“This molecule binds to the regulatory domain 
of TYK2.”

Because the other JAK inhibitors attach to an 
ATP binding active site, they share certain adverse 
events. Deucravacitinib appears to avoid those, 
Lebwohl said.

In one phase 3 study, more than half (53%) of 
participants taking deucravacitinib achieved PASI 
75; in another study, more than 58% achieved that 
level. About half of those participants were clear or 
almost clear, according to Lebwohl. “This is an 
oral molecule, which is an advantage over injec-
tions,” he said. “It also works fairly quickly. Most 
of the benefit is in the first 4 weeks. Deucravac-
itinib is expected to be approved during 2022.”

In another update, Lebwohl noted that bime-

kizumab (Bimzelx; UCB), the first dual inhibitor 
of IL-17A and IL-17F for the treatment of psori-
asis, was supposed to be approved in mid-Octo-
ber 2021. However, because of the pandemic, the 
FDA put off its investigation of the drug’s manu-
facturing facilities.2

“Bimekizumab is the first biologic we have that 
in [the] placebo-controlled period of the pivotal tri-
als gave PASI 100 to a majority of patients at the 
primary end point,” he said. “It is also very fast 
and durable.”

Some patients with plaque psoriasis could have 
an additional treatment choice in the near future. 
Earlier this year, the FDA accepted the supplemen-
tal new drug application for apremilast (Otezla; 
Amgen) to treat mild to moderately severe cases 
in adults. Apremilast already has FDA approval as 
a treatment for moderate to severe plaque psoria-
sis in adults who are candidates for phototherapy 
or systemic therapy, have active psoriatic arthritis, 
or have oral ulcers associated with Behçet disease.

“Apremilast appears to be quite safe,” Leb-
wohl said. “There are plenty of patients with mild 
to moderate psoriasis on systemic therapies who 
are doing well but not well enough. This could be 
an alternative for them. Hopefully, it will come to 
market next year.” 
Disclosures
Lebwohl is an employee of Mount Sinai and receives research funds from Abb-
Vie, Amgen, Arcutis Biotherapeutics, Boehringer Ingelheim, Dermavant, Eli Lilly 
and Company, Incyte, Janssen Research & Development, Leo Pharma, Ortho Der-
matologics, Pfizer, and UCB and is a consultant for Aditum Bio, Allergan, Almirall, 
Arcutis Biotherapeutics, Avotres Therapeutics, BirchBioMed, BMD skincare, Boeh-
ringer Ingelheim, Bristol Myers Squibb, Cara Therapeutics, Castle Biosciences, 
Corrona, Dermavant Sciences, Evelo Biosciences, Facilitate International Derma-
tologic Education, Foundation for Research and Education in Dermatology, Ino-
zyme Pharma, Kyowa Kirin, LEO Pharma, Meiji Seika Pharma, Menlo Therapeutics, 
Mitsubishi, Neuroderm, Pfizer, Promius Pharma/Dr Reddy’s Laboratories, Serono, 
Theravance Biopharma, and Verrica Pharmaceuticals.
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Quick TAKES

clinical insights

THE MAJOR BREAKTHROUGHS

1 FDA approval of the � rst topical Janus kinase (JAK) inhibitor to treat 
atopic dermatitis (AD). “While there were some new approvals of 

drugs and devices, none were really ‘breakthroughs’ with the excep-
tion of the topical JAK inhibitor ruxolitinib [Opzelura; Incyte]. This is a 
novel small molecule drug for a skin disease that wreaks havoc for many 
patients,” said Wm. Philip Werschler, MD, founding member of Spo-
kane Dermatology Clinic and Werschler Aesthetics, both located in Spo-
kane, Washington. 

Christopher Bunick, MD, PhD, an associate professor of dermatology 
at Yale University School of Medicine in New Haven, Connecticut, agreed. 
“I think having a topical JAK inhibitor approved by the FDA, even with 
the class acquiring the appropriate black box warning, is a breakthrough. 
It signals a new era of an entire class of medications just emerging in der-
matology,” he said. “This will be a hot trend line for several years, barring 
unforeseen adverse events [AEs].”

Patricia Farris, MD, a dermatologist at Sanova Dermatology in Metairie, 
Louisiana, called this topical a game changer not only for AD but also pos-
sibly for vitiligo and other conditions.

2 Advances in identifying and targeting abnormalities in cytokine pro-
� les that will also reduce AEs. “One of this year’s breakthroughs for 

psoriasis is the demonstration that [the] topical nonsteroids ro� umilast 
[ARQ-151; Arcutis Biotherapeutics] and tapinarof (GSK2894512; Der-
mavant) are as e� ective as potent steroids without local irritation or ster-
oid [AEs],” said Mark G. Lebwohl, MD, dean for clinical therapeutics, 
and chairman emeritus at the Kimberly and Eric J. Waldman Depart-
ment of Dermatology, Icahn School of Medicine at Mount Sinai in New 
York, New York, adding that current research on targeting various path-
ways also could bring new options for treating alopecia areata, vitiligo, 
hidradenitis suppurativa, and other skin disorders.

3 New drugs that take aim at the root cause of skin disorders. FDA 
approval for a new nonantibiotic acne topical medication with a novel 

mechanism of action. “Clascoterone 1% cream [Winlevi; Sun Pharma] is 
a signi� cant new agent for treating acne,” said Ranella Hirsch, MD, pres-
ident of Skincare Doctors and cofounder of Atolla (now part of Function 
Beauty) in Boston, Massachusetts. “Its ability to reduce sebum produc-
tion by targeting androgen receptors of the sebaceous glands also yields 
a decrease in in� ammation and o� ers a topical antiandrogen treatment 
option, which previously was only achieved by medications taken orally.” 

“We should see the approval of more JAK inhibitors signaling the most 
important advancement in anti-in� ammatories since corticosteroids were 
invented. We are going to see the expansion of biologics into other disease 
indications where treatments did not previously have good therapies,” says 
Zoe Diana Draelos, MD, an adjunct assistant professor of dermatology at 
Duke University School of Medicine in Durham, North Carolina, and chief 
medical editor of Dermatology Times®.

4 Noninvasive solutions for aesthetic dermatology. “[Using] ultra-
sound for � ller complications and new techniques in � ller place-

ment appear to be revolutionary steps in improving safety,” said Mat-
thew Elias, DO, FAAD, cofounder of Elias Dermatology in Fort Lau-
derdale, Florida, and an incoming member of the Dermatology Times®

editorial advisory board. 

5 Telehealth. “While I wouldn’t say telehealth is a breakthrough 
in itself, as it’s been used for several years, 2021 did create break-

throughs in the ways in which it is integrated into the practice. And, too, 
the technology to support it has come a long way over the last year,” said 
Amy Spizuoco, DO, a dermatologist/dermatopathologist at True Derma-
tology in New York, New York, and an incoming member of the Derma-
tology Times® editorial advisory board. 

“The rise of telehealth has changed the way we can interact, engage, and 
follow up with patients. It allowed for a huge increase in touchless patient 
consultation at their time and discretion,” noted Deanne Mraz Robinson, 
MD, chief medical o�  cer of Ideal Image, cofounder of Modern Dermatol-
ogy PC in New York, New York, and an incoming member of the Derma-
tology Times® editorial advisory board. 

“Telehealth did not have much impact on my procedural practice 
because at the end of the day, I can’t teleport a laser pulse,” Hirsch said. 
“But for patients, it was incredible to be able to access care, especially rou-
tine maintenance care, on a schedule that didn’t mean missing work, didn’t 
require a babysitter, and allowed for a much faster [visit] in most cases.”

The advent of virtual health care also sparked a breakthrough in meet-
ing the demand gap for dermatologic services. “Telemedicine has become an 
antiquated and inappropriate term,” added Will Kirby, DO, FAOCD, chief 
medical o�  cer of LaserAway in Beverly Hills, California, and an incoming 
member of the Dermatology Times® editorial advisory board.

 “Now telehealth is more accurate. Only physicians can provide ‘med-
icine,’ but dermatology diagnostic and treatment care is conducted and 
implemented by allied health care professionals including MDs, DOs, nurse 
practitioners, physician assistants, and registered nurses. Telehealth helped 
patients—and some physicians—understand the value and contributions 
of all members of our health care community.”

6 New technology in training, treatment, and diagnostics. “There is 
so much on the horizon regarding how technology will impact der-

matology, from increasing availability of less invasive technologies such 
as confocal in vivo laser microscopy, optical coherence tomography, 
and ultra-high-res US ToTo augmented reality coupled with computer 
vision and machine learning to provide more evidence-based guidance on 
prognosis and therapy, virtual reality-training, and even crowdsourcing 
knowledge among clinicians,” says Albert C. Yan, MD, FAAP, FAAD, 
chief of the section of pediatric dermatology at Children’s Hospital of 
Philadelphia in Pennsylvania and professor, pediatrics and dermatology, 
at the Perelman School of Medicine at the University of Pennsylvania.

7 COVID-19 vaccinations. “This breakthrough speaks for itself,” Elias 
said. Most importantly, vaccines stemmed the tide of the pandemic’s 

life- and health-threatening impact, he said, adding that “they allowed most 
dermatology practices—like other businesses—to return to some kind 
of normality.”

 Game Changers FROM PAGE 1

Delays in drug and device approvals were 
newsworthy in 2021.

Telehealth has become ingrained 
and more versatile in practices.

Topical treatments mark some of the 
standout developments of 2021.

“While there have been some new approvals of drugs 
and devices, none were really ‘breakthroughs’ with the 

exception of…ruxolitinib. From a 
drug and device perspective, it’s 

been a disappointing year.” 
Wm. Philip Werschler, MD 

Spokane, Washington 
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clinical insights

2021 saw its share of breakthroughs, but the past 12 months were largely 
an exercise in patience for the dermatology community. So, what’s ahead for 
2022 and beyond? Dermatology Times® editorial advisory board members 
built this checklist of what’s on their radar.
   Continued interest in JAK inhibitors. Watch for new focus on improving 

selectivity of the targeted pathways and reducing off-target adverse 
effects.

  Introduction of exosomes, platelet-rich plasma, and other human 
growth factors into aesthetic treatments for facial rejuvenation and 
alopecia.

   Increased role of gene expression profi le tests. The DermTech 
Melanoma Test, Mindera’s SkinAtlas, and Castle Biosciences’ 
DecisionDx DiffDx-Melanoma test may help dermatologists better 
characterize melanocytic lesions.

  More research into the pathophysiology of the most recalcitrant 
skin diseases. Therapies being developed for what were considered 
untreatable or very diffi cult-to-treat skin diseases could give patients 
new hope for a normalized lifestyle with minimal disease and therapy 
burdens.

  Advances in genetics, regenerative medicine, and technology, offering 
new solutions for diagnostics, treatment, management, care, and—
potentially—cure.

  Further progress in narrow-spectrum antibiotics for dermatologic 
diseases. Expect game-changing data next year regarding narrow- vs 
broad-spectrum antibiotics, microbiome dysbiosis, and drug resistance.

  Deeper scrutiny of sunscreens, not only as the full impact of this year’s 
report on benzene contamination in some product lots continues to be 
felt, but also in terms of the breakdown of octocrylene and absorption 
of chemical ingredients into the bloodstream.

  Greater focus on combination therapies, leading to more customizable 
treatment plans, including 
for skin care. Topicals, skin 
care regimens, and in-offi ce 
procedures will become 
standard building blocks of 
regimens. Look for more on 
cosmeceuticals, nutraceuticals, 
and cannabidiol products. 

  Ongoing attention on diversity. 
Dermatologists are working 
to solve this long-standing 
challenge, from building photo 
libraries to reference the 
presentation of skin disorders 
on skin of color to making the 
specialty more inclusive and 
erasing disparities in access to 
and quality of care.

  Awareness of social media 
in best-practice offi ce management. 
Dermatologists need to be where their 
patients and prospective patients are, from 
TikTok to Instagram, and how a world with 
ever-expanding imaging and fi lter choices 
affects patient expectations—and self-
esteem.

THE BIGGEST DISAPPOINTMENTS

1 FDA delays in approving oral JAK inhibitors for AD and, potentially, other 
skin disorders. “The FDA’s hold on approval of these drugs based on con-

cerns of class-labeling [AEs] is de� nitely disappointing,” Werschler said. 
So is the FDA decision to include topical AD treatments in the black box warn-

ing mandated for oral JAK inhibitors approved to treat conditions such as rheu-
matoid arthritis. “It is disappointing that the � rst topical JAK inhibitor carries a 
black box warning citing the potential risks that are usually associated with oral 
medications like blood clots and thrombocytopenia,” Elias said. “Patients who 
use topical JAK inhibitors may potentially require blood monitoring, which may 
limit their use among dermatologists.” 

2 The FDA’s decision to decline the biologics license application of an inject-
able neurotoxin, daxibotulinumtoxinA (Revance Therapeutics), to treat 

moderate to severe glabellar lines. The FDA’s complete response letter cited 
factory quality control and record-keeping issues for its decision. No reference 
was made to de� ciencies in the product.1 “Cosmetic research was dealt a seri-
ous setback with the lack of FDA approval for daxibotulinumtoxinA,” said Joel 
Schlessinger, MD, founder and CEO of Schlessinger MD in Omaha, Nebraska. 
“This may change, but it will likely send shock waves for companies that are 
considering toxins in the future.”

Elias added that this injectable “had the potential to revolutionize toxin treat-
ment longevity for patients.”

3 FDA delays in device approvals. Werschler noted that stalls on Coolsculpt-
ing Elite (Allergan Aesthetics) and a new Ulthera device (Merz Aesthetics) 

postponed access to advances in body contouring and skin lifting, respectively.

4 Stalls in FDA action on bimekizumab (Bimzelx; UCB) and tralokinumab 
(Adtralza; LEO Pharma). “The former has really promising data for [pos-

itive outcomes for] skin and joints in patients with psoriasis, while the latter is 
a much-needed alternative for patients who do not respond to some of the cur-
rent inhibitors,” Bunick said.

Lebwohl shares that disappointment. “Bimekizumab clearly works and is 
safe, but because of the pandemic, its approval has been delayed for more than                    
6 months, and we still don’t know when it will be approved,” he said. “Deucravac-
itinib [Bristol Myers Squibb] is highly promising and, hopefully, will get approval 
in 2022. But delays at the FDA are concerning.”

5 The Coronavirus Aid, Relief, and Economic Security Act’s removal of 2% 
hydroquinone from the marketplace. “This leaves us with no hydroquinone 

that is over the counter,” Schlessinger said. “More research needs to be done on 
marketable pigmentation agents because of this reversal. It was a terrible deci-
sion that singularly a� ects patients of color and should not have happened.”

6 Evolution, not revolution. “The lack of true innovation was palpable,” Mraz 
Robinson said. “COVID-19 slowed research and had a marked [negative] 

e� ect on product innovation because of the FDA’s past/present attention to the 
pandemic. And that may hamper the pipeline further.” 

“From a drug and device perspective, it’s been a disappointing year,” noted 
Werschler.

7 Vaccine shortcomings. “The failure of the COVID-19 vaccine to provide 
superior immunity after 6 months is one of the biggest disappointments of 

the year,” Draelos said. 
Reference
1  Revance provides regulatory update on daxibotulinumtoxinA for injection for the treatment of moderate to severe glabellar (frown) lines. 

News release. Revance Therapeutics. October 15, 2021. Accessed November 17, 2021. https://investors.revance.com/news-releases/
news-release-details/revance-provides-regulatory-update-daxibotulinumtoxina-injection

WAIT TILL NEXT 
YEAR—AT BEST
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Buying or Selling a Practice
Practice Appraisal
Practice Financing
Partner Buy-in or Buy-out

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation
(800) 416-2055

www.TransitionConsultants.com

Reach your  
target audience. 

Our audience.
Contact me today 
to place your ad.

Joanna Shippoli
(440) 891-2615 
jshippoli@mjhlifesciences.com

MARKETPLACENEW YORK

PRACTICE FOR SALE

Well-established private 
dermatology practice and 
building for sale in Auburn, 
N.Y.  Close to Skaneateles 

in the beautiful Finger 
Lakes region of Central 

New York.  

Please contact 
pamforesman@verizon.net 

or call 
315-252-7539

YOU MAKE THE 
DECISIONS

WE DO THE
LEGWORK

When you sell your practice to

Integrated Dermatology, you become 

a partner, not an employee.You will 

maintain control over how, when, and

with whom you practice– we take 

care of the back-office, so you 

can focus on your patients.

DISCOVER OPTIONS FOR

SELLING YOUR PRACTICE

Call 561-464-5472 or visit

theIDadvantage.comPatient Focused. Doctor Driven.
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FOR MORE INFORMATION PLEASE CONTACT: 
Jeffrey J. Miller, MD, MBA
Professor and Chair, Department of Dermatology 
Penn State Health Milton S. Hershey Medical Center 
c/o Nabat Henderson | Physician Recruiter  
nhenderson1@pennstatehealth.psu.edu

Penn State Health is committed to affirmative action, equal opportunity and the diversity of its 
workforce. Equal Opportunity Employer – Minorities/Women/Protected Veterans/Disabled.

Position Highlights:
• Appointment will be at the Assistant or Associate

Professor level
• Join a growing and busy academic practice
• Large primary care referral base
• Highly collaborative culture
• Faculty rank commensurate with experience
• Competitive salary and generous benefits

Position Requirements:
• M.D., M.D./Ph.D. or equivalent degree
• BE/BC Dermatology
• A strong commitment to patient care and education. 

Research interests not required

Community:
• State College, PA is home to Pennsylvania State University &

University Park, which is the largest campus in the Penn State
system.

• State College is more than just a quintessential college town. 
It is vibrant with exciting nightlife, great shopping, many
options for arts & culture, and a diverse array of restaurants.

• State College Area School District ranks in the top 100 school
districts in the State of Pennsylvania.

• Nestled at the base of Mount Nittany, State College is a
unique and wonderful combination of small town charm and
college town action that makes it no surprise that this area of
central Pennsylvania is known as “Happy Valley.”

Penn State Health:
• Penn State Health is multi-hospital health system serving

patients and communities across central Pennsylvania.
• More than 1,300 physicians and direct care providers at 78

medical office locations.

The Department of Dermatology at Penn State Health Milton S. Hershey Medical 
Center is seeking a full-time Dermatologist to join our practice in State College, PA.

PENNSYLVANIA

About Penn State Health:
Penn State Health is a multi-hospital health system serving patients 
and communities across 29 counties in central Pennsylvania. It employs 
more than 14,000 people systemwide. The system includes Penn 
State Health Milton S. Hershey Medical Center, Penn State Children’s 
Hospital, and Penn State Cancer Institute based in Hershey, PA; Penn 
State Health St. Joseph Medical Center in Reading, PA; and more than 
2,000 physicians and direct care providers at more than 100 medical 
office locations. Additionally, the system jointly operates various health 
care providers, including Penn State Health Rehabilitation Hospital, 
Hershey Outpatient Surgery Center, Hershey Endoscopy Center, 
Horizon Home Healthcare and Pennsylvania Psychiatric Institute. In 
December 2017, Penn State Health partnered with Highmark Health 
to facilitate creation of a value-based, community care network in 
the region. Penn State Health shares an integrated strategic plan 
and operations with Penn State College of Medicine, the university’s 
medical school. With campuses in State College and Hershey, PA; 
the College of Medicine boasts a portfolio of more than $90 million 
in funded research and more than 1,700 students and trainees in 
medicine, nursing, other health professions and biomedical research.

For immediate consideration, please contact:
Nabat Henderson
Physician Recruiter, Penn State Health
Email: nhenderson1@pennstatehealth.psu.edu
Penn State Health is fundamentally committed to the diversity of our faculty and staff. We believe diversity is unapologetically expressing itself through every person’s perspectives and lived experiences. We 
are an equal opportunity and affirmative action employer. All qualified applicants will receive consideration for employment without regard to age, color, disability, gender identity or expression, marital 
status, national or ethnic origin, political affiliation, race, religion, sex (including pregnancy), sexual orientation, veteran status, and family medical or genetic information.

Penn State Holy Spirit Medical Group is seeking 
Dermatologists with clinical expertise in general 
dermatology to join our growing community 
practice at our Camp Hill office. 

What we’re seeking:
• Medical degree - MD, DO, or foreign equivalent
• Completion of an accredited residency program
• Excellent patient care abilities and interest in teaching

As a member of The Department of Dermatology 
you will be associated with:

• An outstanding program with a national reputation
• A highly collaborative culture
• Cutting-edge basic and clinical dermatology research

and top-notch facilities at both the Hershey and the
University Park campuses

• Interaction with dynamic clinicians across all
dermatology-related departments and participation in
innovative educational approaches
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Not an actual patient. For illustrative purposes only.

INVESTIGATE NOW

 ADKeySuspect.com

Look closer at  
how Th2 cytokines, 
including IL-13, 
drive skin 
inflammation.1

A KEY SUSPECT BEHIND 
SIGNS AND SYMPTOMS 
OF ATOPIC DERMATITIS

EXPLORE
For clinicians who treat patients with atopic dermatitis
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