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ANTIAGING
Study shows dermatologists perform 
more than 80% of injectable procedures.

HAIR & SCALP
Drill down on the game changers that are advancing 
solutions for hair loss across patient populations.

Combining 40% TCA and 1% gentian violet may 
help inflammation, itch, and erythema in PPP.

PSORIASIS
A trio of novel pipeline drugs could expand the 
armamentarium for treating melanoma.

SKIN CANCER

NEW FRONTIERS OPEN 
ECZEMA SOLUTIONS

NEA’s Eczema Expo highlights 
new drugs, steroid withdrawal, 
and alternative therapies for AD.

The ongoing promise that the outpouring of new 
atopic dermatitis (AD) drugs brings to younger 
patients in particular may one day extend to addi-
tional subpopulations with AD. For now, knowl-

edge continues to grow around topical steroid withdrawal 
(TSW) and complementary approaches ranging from 
dietary supplements to topical cosmeceuticals. Innova-
tion on these topics and other key issues in combating 
AD and eczema took center stage at Eczema Expo, the 
annual patient conference of the National Eczema Asso-
ciation (NEA), held August 27 to 29, 2021. 

ECZEMA SOLUTIONS CONTINUES ON PAGE 30�

LISETTE HILTON | Staff Correspondent

Address Erythema                        
to Improve Outcomes

R O SAC E AAC N E

Optimize Acne Solutions 
Across Every Age Group
JOHN JESITUS | Staff Correspondent

In toddlers, teens, and adults, the pathogenesis and treatment of acne across 
age groups and genders bear more similarities than differences, said Julie Harper, 
MD, owner of Dermatology and Skin Care Center of Birmingham in Alabama. 
With that in mind, she offered the following 10 tips for customizing care at every 
age in her presentation at the Music City SCALE Symposium for Cosmetic 
Advances and Laser Education, August 18 to 22, 2021, in Nashville, Tennessee.1

authors of a newly publIshed paper called on clinicians who treat patients 
with rosacea to put greater emphasis on persistent facial erythema, which, they 
wrote, is one of the most common and challenging features of the skin disease.1 

Achieving optimal patient outcomes often means treating more than the 
papules and pustules, according to Richard Gallo, MD, PhD, chairman of the 
Department of Dermatology at the University of California San Diego and an edi-
torial advisory board member for Dermatology Times®.

ERYTHEMA CONTINUES ON PAGE 32�AGE GROUP CHALLENGES CONTINUES ON PAGE 22�

JOHN JESITUS | Staff Correspondent
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RESEARCH, ROBUST PIPELINE REWRITE 
THE FUTURE OF ECZEMA TREATMENT
by MIKE HENNESSY SR 

THIS MONTH’S ISSUE celebrates October as National Eczema 
Awareness Month, offering a powerful message of hope for the 
more than 31 million Americans with some form of this condition.1

The lead cover story, “New Frontiers Open for AD, Ecze-
ma Solutions,” focuses on far-reaching changes that could 
improve care until there is a cure. As Raj Chovatiya, MD, PhD, 
assistant professor of dermatology at Northwestern Universi-
ty Feinberg School of Medicine in Chicago, Illinois, points out, 
the eczema pipeline is overflowing, with more than 100 ther-
apies being studied.  

He calls this point in time “a therapeutic revolution” that could 
dramatically expand the armamentarium for the 6 types of skin 
conditions grouped as eczema: atopic, contact, seborrheic, and 
stasis dermatitis and dyshidrotic and nummular eczema. The 
scope of these new medicines and their specific mechanisms 
of action could offer targeted options for finding regimens that 
address the challenges of each patient’s symptoms. 

Peter A. Lio, MD, clinical assistant professor of dermatolo-
gy and pediatrics at Northwestern University Feinberg School 
of Medicine, adds that this dynamic pipeline might also intro-
duce more solutions for the largest, yet underserved, popu-
lation with eczema: pediatric patients. Although eczema can 
show up at any point in life, Lio points out that 85% of patients 
will develop the condition before age 5.2  

Finding treatments that can improve outcomes for young 
patients is essential. Beyond experiencing the discomfort or 
pain associated with the itch-scratch cycle, 1 in 3 children 
with atopic dermatitis (AD), for example, could face a variety 
of comorbidities, depending on their condition’s severity. The 
list includes asthma, allergic rhinitis, and food allergies, as well 
as neuropsychiatric conditions such as attention deficit disor-
der, depression, anxiety, and conduct disorder and suicidal 

ideation, according to the National Eczema Association (NEA). 
Adults with AD also face a range of risks, from asthma and 

ocular conditions to autoimmune and cardiac disease, which 
increase with AD severity. Nor are adults immune to the psycho-
logical burden. Concerns about appearance reduce self-con-
fidence, such as during job interviews and social interactions, 
and lead to self-esteem issues and mental health challeng-
es in adults as well as in children and teens, the NEA notes. 

Improving the physical and mental health of patients with 
eczema requires more than a packed pipeline. New approaches 
to topical steroid withdrawal also are coming closer to address-
ing this major roadblock to care management. 

Integrative medicine is emerging as field of interest among 
both patients and physicians. But there will be a learning curve for 
health care providers who want to master this approach, Lio said. 

As much as the medical side of eczema treatment is advanc-
ing, some core quality-of-life (QOL) issues will not change with-
out increased awareness across the nonpatient community. 
From the sports coach to the restaurant patron to the human 
resources director, all individuals need to understand that ecze-
ma is not contagious and that the child or adult who has the 
characteristic rash or inflammation should not be isolated—
or bullied. The advent of novel therapies brings hope that until 
there is a cure, control will make it easier for patients to achieve 
clear skin and a higher QOL. 
MIKE HENNESSY SR  IS CHAIRMAN AND FOUNDER OF DERMATOLOGY 
TIMES®’ PARENT COMPANY, MJH LIFE SCIENCES™. 
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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™ (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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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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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.
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term 
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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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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.
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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
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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
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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 is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 
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FROM OUR SISTER PUBLICATION, MEDICAL ECONOMICS®

How to Handle  
Patient Collections
JORDAN ROSENFELD | Contributing Author

C ollecting from patients is not an easy job, but there are ways to 
handle it in an efficient and compassionate manner. We talked 
to experts about how to prevent payment delinquencies and 
how to handle them when they occur.

WAYS TO PREVENT DELINQUENCIES
Before physicians worry about collecting delinquent payments, there are 
several strategies to ensure collections take place up front. “Patients are 
consumers and they need to be treated like consumers,” according to Noel 
Felipe, senior vice president and revenue cycle practice leader at First-
source, a company based in Columbus, Ohio, that offers digital solutions 
in the health care space. “Consumers make decisions about where they 
shop and what they pay. They make value judgments based on their per-
ceived value of a product or ease of consuming that product. The health 
care industry has to migrate to that type of mentality.” 

This means making payment as simple and efficient as purchasing a 
product on Amazon, utilizing technology so patients can pay by phone or 
iPad, steering clear of too much technical jargon, and having a comprehen-
sive patient portal. “Your patient portal should allow them to make pay-
ments, to establish payment plans,” he added. 

Additionally, he urged physicians to take some payment up front. “You 
should collect 100% of your co-pays at the time of service. Your chances of 
collecting money go down post service by 54%.”

The only exception to taking payment up front may be in a practice that 
includes services such as labs or x-rays, according to Lillian Phelps, senior 
director for product management at Availity, a health information network 
in Jacksonville, Florida. “Maybe collecting payment is better on the back 
end in that case, because you don’t know if they have to get a lab drawn or 
an x-ray,” she said.

Payment plans and options are an effective way of getting patients to pay, 
Phelps said. “You should come up with a financial clearance policy that sets 
dollar thresholds and time frames. You might even look at the relationship 
you have with the patient—if this has been your patient for 10 or 15 years 
and he’s never had a financial collection, there should be some sort of con-

sideration for their history.”
Any form of collections is improved by including digital means of pay-

ing, said Phelps. “Are you sending your statements digitally? Do the state-
ments have a link to pay the bill? Folks don’t go to the post office [much] 
anymore,” she said. “Being able to offer digital or mobile payment options 
is a great place to ensure the bill is paid.”

Having a digital means of paying also increases the likelihood of patients 
making some payment rather than none, Felipe pointed out. “If I owe my 
physician 500 bucks and I go onto the portal and I have no choice but to 
pay 500 bucks or leave, and I can’t afford it, I’m going to exit out. But if I 
have payment terms, I’m going to pay what I can pay.”

PROPENSITY-TO-PAY ANALYTICS
Beyond simply making easy payment options available, Felipe encouraged 
physicians to utilize propensity-to-pay analytics to drill down and figure 
out the demographic of a practice. “It’s easy to collect from people with 
high ability and high desire—those are automatic,” he said. “The peo-
ple with low desire and high ability, you’re going to have to work at a bit. 
Propensity-to-pay modeling to help you understand where to place your 
expectations is critical in a successful physician practice.” 

This sort of analysis can circumvent delinquencies by allowing the phy-
sician to preemptively offer financial resources and support to those patients 
most likely to have trouble paying, according to Srulik Dvorsky, cofounder 
and CEO of TailorMed, an IT company for health care providers and phar-
macies in New York, New York. 

“Instead of waiting for patients to experience financial distress or have 
a bill be written off, if you have the technology that can screen for patients 
based on their out-of-pocket responsibility, you can come to those patients 
as early as their diagnosis or registration and offer assistance programs,” 
Dvorsky said.

Additionally, remember that not every patient will engage in the same 
way, so pick the right strategy for the right demographic, Felipe said: “Baby 
boomers will not respond to text messages, but millennials will. Millenni-

PATIENT COLLECTIONS CONTINUES ON PAGE 12�
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als will not talk to you on the phone, and they don’t really care to look at 
email. So, if you want to collect more money, you have to pick the right 
engagement strategies for your patients.” He recommended having soft-
ware that uses algorithms to predict engagement behaviors.

Physicians who utilize software and technology of this sort have an 
advantage in collections. “I think physician practices are in a very unique 
and enviable position where they can predict pretty closely what the 
patient should owe, and I think that conversation should happen either 
at the time of service or before service,” Felipe said.

HAVING THE CONVERSATION
When a balance is outstanding, Felipe advised that physicians should 
not be the ones to raise this issue directly with patients. “This is a rela-
tionship that doesn’t need to be strained over financial dialogue,” he 
said. He gave the example of how most dental practices work. After your 
oral examination, the dentist comes in to tell you what services you will 
need, and the billing staff member talks to you about the money.

He recommended having a financial counselor of some form on staff —
this could be your billing person, a care coordinator, or another front office 
employee. This person can direct the patient to philanthropic organi-
zations and resource documents such as those already prepared by the 
Centers for Medicare & Medicaid Services.

“You don’t have to re-create the wheel with resources,” said Gloriann 
Sordo, JD, a principal at AdviCare, a company in Lakeland, Florida, that 
handles clinical denials for hospitals. She also encouraged physicians, or 
their billing staff, to ask insurers what resources they have for patients: “I 

believe the payers should be doing more in trying to help patients under-
stand what their responsibility is.”

Additionally, this person can help patients review and understand 
their insurer’s explanation of benefits, Sordo said. “Patients assume it’s 
their physician’s office that is responsible for their balance, rather than 
the insurer,” she said.

Sordo emphasized the importance of helping patients understand 
the role the insurer plays in their care, since they may deem something 
not medically necessary. “It’s important to help patients understand it 
is not an arbitrary decision your physician’s office is making on what to 
charge you.”

OTHER STRATEGIES
Sometimes the simplest steps can ensure the most efficient collections. 
Phelps urged physicians to make sure their front desk and billing staffs 
are collecting basic but crucial information. “Make sure you have a copy 
of their card. Get the ABC’s down and run patient eligibility,” Phelps 
said. “Ask for the money up front.”

Phelps also recommended preparing ahead for each day by running 
all patients’ eligibility and benefits the night before. “Doing that work the 
night before makes your check-in process go more smoothly and gives 
you the opportunity to accurately calculate what their cost share would 
be once they’ve done their visit.”

“At the end of the day, I tend to believe that people want to pay their 
part and they want to have the opportunity to do so,” Phelps said. “But 
sometimes they need education.” 

You should collect

100%
of your co-pays at 
the time of service. 

54%.
Noel Felipe, senior vice president and revenue cycle 
practice leader at Firstsource, a company based in 
Columbus, Ohio.

Your chances of 
collecting money go 
down post service by
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AMELUZ® (aminolevulinic acid HCl) gel, 10% with 
BF-RhodoLED® is the first and only combination 

product for photodynamic therapy (PDT) approved 
for field-directed treatment of AK, which allows 

subclinical lesions to also be addressed.1-3

Visible actinic keratoses (AKs) often indicate 
the presence of subclinical lesions.1

HELP CLEAR THE FIELD

INDICATION

AMELUZ® (aminolevulinic acid hydrochloride) gel, 10%, a porphyrin precursor, 
in combination with photodynamic therapy using BF-RhodoLED® lamp, 
is indicated for the lesion-directed and field-directed treatment 
of actinic keratoses of mild-to-moderate severity on the face and scalp. 

IMPORTANT SAFETY INFORMATION

AMELUZ® (aminolevulinic acid hydrochloride) gel, 10% with 
BF-RhodoLED® lamp 

AMELUZ®, containing 10% aminolevulinic acid hydrochloride, is a non-sterile 
gel formulation for topical use only. Not for ophthalmic, oral, or intravaginal use. 

AMELUZ®, in conjunction with lesion preparation, is only to be administered 
by a health care provider. Photodynamic therapy with AMELUZ® involves 
preparation of lesions, application of the product, occlusion and illumination 
with BF-RhodoLED®. The application area should not exceed 20 cm2 and no 
more than 2 grams of AMELUZ® (one tube) should be used at one time. Lesions 
that have not completely resolved shall be retreated 3 months after the initial 
treatment. Refer to BF-RhodoLED® user manual for detailed lamp safety and 
operating instructions. Both patient and medical personnel conducting the 
PDT should adhere to all safety instructions.

AMELUZ® shall not be used by persons who have known hypersensitivity 
to porphyrins or any of the components of AMELUZ®, which includes soybean 
phosphatidylcholine. AMELUZ® should also not be used for patients who have 
porphyria or photodermatoses. 

Hypersensitivity reactions, potentially including severe courses (anaphylaxis), 
have been reported with the use of AMELUZ® prior to photodynamic therapy 
(PDT). AMELUZ® should be washed off and appropriate therapy instituted. 

Transient Amnestic Episodes have been reported during postmarketing 
use of AMELUZ® in combination with photodynamic therapy (PDT). 
If patients experience amnesia or confusion, discontinue treatment. 
Advise them to contact the healthcare provider if the patient develops 
amnesia after treatment. 

Eye exposure to the red light of the BF-RhodoLED® lamp during PDT must 
be prevented by protective eyewear. Direct staring into the light source 
must be avoided. AMELUZ® increases photosensitivity. 

Patients should avoid sunlight, prolonged or intense light (e.g., tanning 
beds, sun lamps) on lesions and surrounding skin treated with AMELUZ®

for approximately 48 hours following treatment whether exposed 
to illumination or not. 

AMELUZ® has not been tested on patients with inherited or acquired 
coagulation disorders. Special care should be taken to avoid bleeding 
during lesion preparation in such patients. Any bleeding must be stopped 
before application of the gel. AMELUZ® should not be used on mucous 
membranes or in the eyes.

Local skin reactions at the application site were observed in about 99.5% 
of subjects treated with AMELUZ® and narrow spectrum lamps. The very 
common adverse reactions (≥10%) during and after PDT were application 
site erythema, pain/burning, irritation, edema, pruritus, exfoliation, scab, 
induration, and vesicles. Most adverse reactions occurred during illumination 
or shortly afterwards, were generally of mild or moderate intensity, and lasted 
for 1 to 4 days in most cases; in some cases, however, they persisted for 
1 to 2 weeks or even longer. Severe pain/burning occurred in up to 30% 
of treatments. 

There have been no formal studies of the interaction of AMELUZ® with other 
drugs. Concomitant use of the following photosensitizing medications may 
increase the phototoxic reactions after PDT: St. John’s wort, griseofulvin, 
thiazide diuretics, sulfonylureas, phenothiazines, sulphonamides, quinolones, 
and tetracyclines. 

There are no available data on AMELUZ® use in pregnant women to inform 
a drug associated risk. No data are available regarding the presence of 
aminolevulinic acid in human milk, the effects of aminolevulinic acid on the 
breastfed infant or on milk production. Safety and effectiveness in pediatric 
patients below the age of 18 have not been established as AK is not 
a condition generally seen in the pediatric population. No overall differences 
in safety or effectiveness were observed between elderly and younger 
patients, but greater sensitivity of some older individuals cannot be ruled out.

Please read the US Full Prescribing Information for AMELUZ® and/or US User 
Manual of BF-RhodoLED® lamp available together at https://bit.ly/AmeluzPI. 

You are encouraged to report side effects 
of AMELUZ®. Please contact Biofrontera Inc. 
at 1-844-829-7434 or FDA at 1-800-332-1088 
or www.fda.gov/medwatch.

120 Presidential Way, Suite 330, Woburn, MA 01801 | customer_service@biofrontera.com | biofrontera.us.com | AME-US027V001
AMELUZ and BF-RhodoLED are registered trademarks of Biofrontera Pharma GmbH.
©2021 Biofrontera Inc. All rights reserved.

Please see brief summary of full Prescribing Information on adjacent page.

Scan now for full 
Prescribing Information.
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
This Brief Summary does not include all the information needed to use AMELUZ safely and 
effectively. See full prescribing information for AMELUZ.
AMELUZ® (aminolevulinic acid hydrochloride) gel, 10% with BF-RhodoLED® lamp for topical use
INDICATIONS AND USAGE
AMELUZ® gel, in combination with photodynamic therapy (PDT) using BF-RhodoLED® lamp, a narrowband, red 
light illumination source, is indicated for lesion-directed and field-directed treatment of actinic keratoses (AKs) 
of mild-to-moderate severity on the face and scalp. 

DOSAGE AND ADMINISTRATION
AMELUZ, in conjunction with lesion preparation, is only to be administered by a health care provider. 
AMELUZ, containing 10% aminolevulinic acid hydrochloride, is a non-sterile gel formulation for topical use only. 
Not for ophthalmic, oral, or intravaginal use. 
Photodynamic therapy with AMELUZ involves preparation of lesions, application of the product, occlusion and 
illumination with BF-RhodoLED. The application area should not exceed 20 cm2 and no more than 2 grams of 
AMELUZ (one tube) should be used at one time. Lesions that have not completely resolved shall be retreated 3 
months after the initial treatment. Refer to BF-RhodoLED user manual for detailed lamp safety and operating 
instructions. Both patient and medical personnel conducting the PDT should adhere to all safety instructions.

CONTRAINDICATIONS
AMELUZ is contraindicated in patients with: 
• Known hypersensitivity to porphyrins 
• Known hypersensitivity to any of the components of AMELUZ, which includes soybean phosphatidylcholine 
• Porphyria. AMELUZ use may cause uncontrolled phototoxic effects 
• Photodermatoses. PDT may worsen the phototoxic or photoallergic reactions 

WARNINGS AND PRECAUTIONS
Hypersensitivity
Several cases of hypersensitivity were reported during postmarketing use of AMELUZ prior to PDT illumination.  
If allergic reactions occur, clean the area of skin where the product was applied and institute appropriate therapy. 
Inform patients and their caregivers that AMELUZ may cause hypersensitivity, potentially including severe  
courses (anaphylaxis).
Transient Amnestic Episodes
Transient amnestic episodes have been reported during postmarketing use of AMELUZ in combination with 
photodynamic therapy. Inform patients and their caregivers that AMELUZ in combination with photodynamic 
therapy may cause transient amnestic episodes. Advise them to contact the healthcare provider if the 
patient develops amnesia after treatment.
Risk of BF-RhodoLED Lamp Induced Eye Injury
BF-RhodoLED lamp may cause eye irritation, glare, or injury. Before operating the lamp, personnel must refer to 
the user manual for specific warnings, cautions, and instructions. Eye exposure to the BF-RhodoLED light must be 
prevented. Protective eye equipment must be used by patient, healthcare providers and any person present during 
the illumination period. Avoid staring directly into the light source.
Increased Photosensitivity
AMELUZ increases photosensitivity. Avoid sunlight, prolonged or intense light (e.g., tanning beds, sun lamps) on 
lesions and surrounding skin treated with AMELUZ for approximately 48 hours following treatment, whether exposed 
to illumination or not. Concomitant use of AMELUZ with other known photosensitizing agents may increase the risk  
of phototoxic reaction to PDT.
Risk of Bleeding in Patients with Coagulation Disorders
AMELUZ has not been tested on patients with inherited or acquired coagulation disorders. Special care should be 
taken to avoid bleeding during lesion preparation in such patients. Any bleeding must be stopped before application 
of the gel.
Ophthalmic Adverse Reactions
Eyelid edema has occurred with AMELUZ application. AMELUZ can cause ophthalmic adverse reactions. 
AMELUZ is intended for topical use only. Do not apply AMELUZ into the eyes. Rinse eyes with water in case 
of accidental contact.
Risk of Mucous Membrane Irritation
AMELUZ can cause mucous membrane irritation. AMELUZ is intended for topical use only. Do not apply AMELUZ  
to the mucous membranes. Rinse with water in case of accidental contact.

ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections [see Warnings and Precautions]:
Hypersensitivity, Transient Amnestic Episodes, Risk of BF-RhodoLED Lamp Induced Eye Injury, Increased 
Photosensitivity, Risk of Bleeding in Patients with Coagulation Disorders, Ophthalmic Adverse Reactions,  
Risk of Mucous Membrane Irritation.
Clinical Trial 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 clinical program for AMELUZ included three double-blind and placebo-controlled trials (Trials 1, 2, and 3), 
enrolling a total of 299 subjects that were treated with narrow band light. Trial subjects were adults greater  
than or equal to 49 years of age, and the majority had Fitzpatrick skin type I, II, or III. No subjects had  
Fitzpatrick skin type V or VI. Approximately 86% of subjects were male, and all subjects were Caucasian.
For all trials, the enrolled subjects had mild to moderate AKs (Olsen grade 1 and 2) with 4 to 8 lesions  
on the face and scalp. Overall, 87 placebo-treated subjects (n=16, n=32, n=39) and 212 AMELUZ-treated  
subjects (n=32, n=55, and n=125) were illuminated with BF-RhodoLED or similar narrow spectrum lamps.
Local skin reactions at the application site were observed in about 99.5% of subjects treated with AMELUZ 
and narrow spectrum lamps. The most frequent adverse reactions during and after PDT were application site 
erythema, pain, burning, irritation, edema, pruritus, exfoliation, scab, induration, and vesicles.
Most adverse reactions occurred during illumination or shortly afterwards, were generally of mild or moderate 
intensity, and lasted for 1 to 4 days in most cases; in some cases, however, they persisted for 1 to 2 weeks or 
even longer. Severe pain/burning occurred in up to 30% of subjects. In one case, the adverse reactions required 
interruption or discontinuation of the illumination.
The incidence of common (≥1%, <10%) and very common (≥10%) adverse reactions in randomized, multicenter 
trials at the application site are presented in Table 1.

Table 1: Incidence of Adverse Reactions Occurring at ≥1% of the AMELUZ Group and More Frequently than the 
Vehicle Group in the Actinic Keratosis Trials at the Application Site

Common (≥1%, <10%) adverse reactions not at the application site for AMELUZ were headache, skin  
exfoliation, chills and eyelid edema. Less common (≥0.1%, <1%) adverse reactions at the application site for 
AMELUZ were hemorrhage and swelling. The adverse reactions not at the application site were blister, feeling 
hot, pruritus, pyrexia, scab, nervousness, pain, petechiae, rash pustular, skin erosion and ulcer. In a clinical trial 
designed to investigate the sensitization potential of aminolevulinic acid with 216 healthy subjects, 13 subjects 
(6%) developed allergic contact dermatitis after continuous exposure for 21 days with doses of aminolevulinic 
acid that were higher than doses normally used in the treatment of AK. 
Postmarketing Experience
The following adverse reactions have been reported during post-approval use of AMELUZ. 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 drug exposure.
Skin and subcutaneous tissue disorders: allergic dermatitis, application site inflammation,  
application site discoloration. 
Eye disorders: eye irritation, diplopia, ocular hyperemia, photophobia, and blurred vision.
General disorders and administration site conditions: fatigue.
Immune System disorders: hypersensitivity.
Nervous system disorders: dysaesthesia, transient amnestic episodes. 

DRUG INTERACTIONS
There have been no formal studies of the interaction of AMELUZ with other drugs. It is possible that concomitant 
use of other known photosensitizing agents such as St. John’s wort, griseofulvin, thiazide diuretics, sulfonylureas, 
phenothiazines, sulphonamides, quinolones and tetracyclines may enhance the phototoxic reaction to PDT.

USE IN SPECIFIC POPULATIONS
Pregnancy 
There are no available data on AMELUZ use in pregnant women to inform a drug associated risk. Animal 
reproduction studies were not conducted with aminolevulinic acid. Systemic absorption of aminolevulinic acid in 
humans is negligible following topical administration of AMELUZ under maximal clinical use conditions. It is not 
expected that maternal use of AMELUZ will result in fetal exposure to the drug. The estimated background risk of 
major birth defects and miscarriage for the indicated population are unknown. In the U.S. general population, the 
estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to 
4% and 15% to 20%, respectively.
Lactation 
No data are available regarding the presence of aminolevulinic acid in human milk, the effects of aminolevulinic 
acid on the breastfed infant or on milk production. However, breastfeeding is not expected to result in exposure 
of the child to the drug due to the negligible systemic absorption of aminolevulinic acid in humans following 
topical administration of AMELUZ under maximal clinical use conditions. The developmental and health benefits 
of breastfeeding should be considered along with the mother’s clinical need for AMELUZ and any potential adverse 
effects on the breastfeeding child from AMELUZ or from the underlying maternal condition.
Pediatric Use 
Safety and effectiveness in pediatric patients below the age of 18 have not been established. AK is not a condition 
generally seen in the pediatric population. 
Geriatric Use 
Of the 384 subjects exposed to AMELUZ in randomized, multicenter clinical trials, 83% (318/384) of the subjects  
were 65 years old and over. No overall differences in safety or effectiveness were observed between these subjects 
and younger subjects, but greater sensitivity of some older individuals cannot be ruled out. 

Please read the US Full Prescribing Information for AMELUZ® and/or US User Manual of BF-RhodoLED® 
lamp available together at https://bit.ly/AmeluzPI. 
You are encouraged to report side effects of AMELUZ®. Please contact Biofrontera Inc.  
at 1-844-829-7434 or FDA at 1-800-332-1088 or www.fda.gov/medwatch.

Adverse reaction Vehicle  
n=87

AMELUZ  
n=212

Adverse reactions at the application site

Erythema 
Pain/Burning
Irritation
Edema
Pruritus
Exfoliation
Scab
Induration
Vesicles
Paresthesia
Hyperalgesia
Reaction
Discomfort
Erosion
Discharge
Bleeding
Pustules

34 (39%)
26 (30%)
17 (20%)
3 (3%)
14 (16%)
4 (5%)
2 (2%)
0 (0%)
1 (1%)
2 (2%)
0 (0%)
2 (2%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)

195 (92%)
195 (92%)
153 (72%)
75 (35%)
72 (34%)
41 (19%)
41 (19%)
26 (12%)
25 (12%)
18 (9%)
13 (6%)
8 (4%)
7 (3%)
6 (3%)
4 (2%)
3 (1%)
3 (1%)

120 Presidential Way, Suite 330, Woburn, MA 01801   
customer_service@biofrontera.com | biofrontera.us.com | AME-US033V001 
AMELUZ and BF-RhodoLED are registered trademarks of Biofrontera Pharma GmbH. 
©2021 Biofrontera Inc. All rights reserved. 2021-08 (V002)
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legal eagle

Shot also has a rigorous Occupational Health 
and Safety Administration program in his o�  ce. 
Some of his sta�  have already received their vac-
cines in other facilities. However, many of his 
unvaccinated sta�  members are under age 30 
years and are increasingly concerned about the 
risk of infection in younger people. They ask him 
to administer their COVID-19 vaccinations. 

He understands their concerns about poten-
tial exposure but is equally concerned about 
what his liability will be if they have an adverse 
reaction to his administration of their vaccina-
tions. Shot is well aware that 1 of the vaccines, 
(Comirnaty; P� zer-BioNTech) now has full FDA 
approval. He knows that the US government and 
many states now mandate that certain groups be 
vaccinated. Will that protect him from his sta�  
suing him?

A close parallel to Shot’s issue occurred 
almost 20 years ago when the White House 
announced its smallpox vaccination plan. The 
� rst people to be vaccinated would be 500,000 
military personnel, then health care work-
ers, and � nally, in 2004, the vaccine would be 
made available to the public at large. The orig-
inal plan was to start immunizing health care 
workers by December 15, 2002. The “immu-
nity provisions” of the Homeland Security 

Act would be there to provide some immunity 
(against possible lawsuits) for those administer-
ing the vaccine—the program was halted early, 
in 2003. 

Section 304 of the Homeland Secu-
rity Act provides immunity for “covered per-
son(s) deemed to be an employee of the Pub-
lic Health Service with respect to liability aris-
ing out of administration of a covered coun-
termeasure against smallpox.” The act de� nes                      
person to include health care institutions. Deem-
ing health care providers of the smallpox vaccine 
to be de facto employees of the public health ser-
vice means that any claims for their negligence 
must be � led against the federal government 
under the Federal Tort Claims Act (FTCA). 

However, the FTCA waives sovereign immu-
nity of the United States and allows for certain 
tort claims to be made against the United States 
and its “employees.” It should be noted that, in 
general, the federal government is substituted 
for the defendant employee physician in such sit-
uations. If the smallpox example applies to the 
current coronavirus vaccine, Shot should have 
immunity for most problems associated with 
the vaccine. Will his sta�  have a cause of action 
against the federal government if they have com-
plications from the vaccine? 

Previous case law suggests that aggrieved 
plainti� s rarely can recover from the govern-
ment for risks that the government was aware it 
was creating. Because the risks of the COVID-
19 vaccine are increasingly well described, by 
choosing to immunize a given class of people, 
the government is making a knowing discretion-
ary decision to expose that class of people to the 
risks. This well-described “discretionary author-
ity doctrine” makes it unlikely Shot’s sta�  will be 
able to bring a case against the US government. 

Despite this legal rationale, it is impossible 
to know exactly what would happen if such legal 
action arose. Legal scholars have suggested that 
the best analogy to future similar litigation is the 
atomic fallout in which people downwind from 
nuclear test sites sued the government for inju-
ries allegedly caused by exposure. In those cases, 
a higher appellate court ruled that since the gov-
ernment had decided to expose these people to 
nuclear fallout, knowing the risks of fallout, the 
government was not liable under the FTCA. 

The Homeland Security Act, as written, 
would require that in order to recover monetary 
damages under the FTCA, people injured by 
the COVID-19 vaccine prove that the govern-
ment, or people acting on its behalf, were negli-
gent in administering the vaccine. Simply prov-
ing the vaccine harmed them will not be enough. 
Injured plainti� s would have to show that (1) 
there was no screening for contraindications 
and/or (2) treated persons were not informed of 
the reasonable risks of the vaccine. Shot and the 
US government will likely have no liability as 
long the issues are well documented and there is 
an appropriate explanation of the public policy 
issues behind administering of the vaccine. 

Dr Shot is a leading dermatologist in his community and is 
known for his expertise in cutaneous infectious diseases. He 
has a private dermatology practice and is on staff at several 
local hospitals and a nearby major university dermatology 
residency program. He is considering setting up his offi ce to 
provide COVID-19 vaccines. 

Is There Liability if I Vaccinate My 
Staff and Something Goes Wrong?

by DAVID J. GOLDBERG, MD, JD

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

 Injured plainti� s [must] show that (1) there was no screening for 
contraindications, (2) [they] were not informed of [vaccine] risks.”
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cosmetic conundrums

Hair and Skin Diversity Examined

by ZOE DIANA DRAELOS, MD

Draelos is a consulting professor of dermatology at Duke University School of Medicine 
in Durham, North Carolina, and chief medical editor of Dermatology Times®

Q: Are there differences between 
Caucasian and African American skin 
physiology?
It is interesting to note that there are physiologic 
di� erences between the various Fitzpatrick skin 
types (Table 1).

Although the corneocyte surface area is the 
same, there are 20 stratum corneum cell lay-
ers in African American skin compared with 16 
cell layers in Caucasian skin. The desquamation 
rate for African American skin is 2.5 times that 
of Caucasian skin, perhaps accounting for the 

increase in skin ashiness, accompanied by the 
pigmentation of the desquamating skin scale.  

However, the stratum corneum lipid con-
tent is higher in African Americans than in Cau-

casians, but the ceramide level is lower. Melan-
ophage and mast cell granule size are larger in 
African American skin. These unique di� er-
ences may account for some dermatologic issues 
observed and can be addressed in customized 
skin care for the unique needs of all skin types.

Q: Are there differences in hair 
characteristics between Caucasian, 
African American, and Asian hair?
There are many di� erences in hair structure 
between the various ancestries (Table 2). Asian 

hair is straight because of its symmetrical round 
cross-section, whereas African American hair 
is spiral shaped because of its asymmetrical � at-
tened elliptical cross section. Caucasian hair is 

intermediate in shape between spiral and straight 
because of the many di� erent cross-sectional 
geometries that are seen. 

African American hair breaks more eas-
ily than straight Asian hair. There is no di� er-
ence in cuticle thickness and shape. Another rea-
son African American hair may break more eas-
ily is the di� erence in the number of cuticle lay-
ers: There are 6 to 8 layers on the minor axis, but 
only 1 or 2 layers in the major axis. Remember, 
the cuticle is the protective, strong coat on the 
hair shaft.

The amino acid content of hair of all ances-
tries is the same, but the follicle structure is dif-
ferent, resulting in the di� erent degrees of curl 
observed. The follicle is straight in Asian hair, 
helical in African American hair, and somewhere 
in between for Caucasian hair, depending on the 
degree of curl observed. 

The degree of curl observed in hair of any 
ancestry can be modi� ed because of the pres-
ence of water-deformable bonds, which can 
be reformed with heat or water. Hair iron-
ing can be used to temporarily straighten Afri-
can American hair, and hot rollers can be used 
to curl Caucasian or Asian hair. The tempo-
rary change in hair appearance will gradually 
revert to the natural shape, but water contact 
will rapidly remove any heat-induced e� ect. 
Of course, permanent waving that chemically 
rearranges the disul� de bonds can be used in 
any type of hair. 

TABLE 1: SKIN CHARACTERISTICS COMPARISON
African American Caucasian

Corneocyte surface area 900 µm 900 µm

Stratum corneum cell layers 20 cell layers 16 cell layers

Spontaneous desquamation rate 2.5 times Caucasian

Transepidermal water loss Same Same

Stratum corneum lipid content Higher than Caucasian

Ceramides Lower than Caucasian

Mast cell granules Lower than Caucasian

Melanophage size Lower than Caucasian

TABLE 2: HAIR CHARACTERISTICS COMPARISON
Caucasian African American Asian

Hair type Intermediate between spiral and straight Spiral Straight

Hair breakage Moderate Increased Minimal

Hair cross-section shape Intermediate between round and elliptical Flattened elliptical Round

Pigmentation Varied High Moderate

Cuticle thickness Same Same Same

Cuticle scale shape Same Same Same

Cuticle structure 6-8 layers thick and constant 
in hair perimeter

6-8 layers thick in minor axis varying to 1 or 2 
layers thick in major axis

6-8 layers thick and constant 
in hair perimeter

Hair follicle structure Intermediate Helical Straight

Keratin type Same Same Same

Hair amino acid content Same Same Same

DermatologyTimes®OCTOBER 2021
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With larger contribution levels allowed in the CBP, 
this means more wealth can be protected in the CBP 
than in most other QRPs.”

Tap the Tax, Savings Potential 
of Cash Balance Plans
by JASON M. O’DELL, MS, CWM; AND CAROLE C. FOOS, CPA

O’Dell is the managing partner with OJM Group in Cincinnati, Ohio, a financial consultant, and the author of more than a 
dozen books on wealth management for doctors. Foos is a partner and lead tax consultant with OJM Group in Cincinnati, Ohio.

C ash balance plans (CBPs) are often referred to as to-
day’s “modern retirement plans” because their use has 
grown rapidly in closely held businesses, including med-
ical practices, during recent years. CBPs are a solution 

for high-income practice owners looking for tools that can provide 
them with significant short-term tax deductions along with strong 
long-term economics. 

A CBP is a qualified retirement plan (QRP) that can provide der-
matologists with a way to increase tax deductions and simultaneously 
boost retirement savings.  

In a CBP, a participating employee will have access to a certain 
sum upon reaching retirement. Let’s use $100,000 as an exam-
ple. To get to $100,000 at retirement, the plan assumes a com-
bination of employer contributions and compound interest over 

time. When the employee retires, 
they can take the $100,000 either 
as a lump sum or as an annuity that 
pays a portion of the $100,000 in 
periodic payments.

CBPs are like traditional defined 
benefit plans in terms of the funding 
and reporting requirements. Mini-
mum funding standards apply; there 
is a minimum annual employer con-
tribution that is reported on the 
CBP’s tax form 5500. An actuary is 
required to calculate this contribu-
tion amount using a reasonable actu-
arial funding method and actuarial 
assumptions specified by the IRS. 
The employer can decide to con-
tribute an amount between the min-
imum funding requirement and the 
maximum permitted deduction but 
should attempt to fund to the actu-
ary’s recommended contribution 
level to meet the plan’s current bene-
fit liability.

finance & practice management

   Find an actuary who understands how 
to calculate the minimum annual 
employer contribution and can recom-
mend the optimal funding level to meet 
the plan’s current liability. 
   A cash balance plan can be layered 
with an existing 401(k). 
   Set up a meeting with your financial 
advisor and team members to explain 
how cash balance plans work and what 
they can expect to receive when they 
retire or leave the practice. 
   Physicians in higher income brackets 
can use a cash balance plan as a way 
to reduce taxes. 

CASH BALANCE  
PLANS TAKEAWAYS
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finance & practice management

On the other hand, CBPs are different from traditional defined 
benefit plans that promise a specified monthly benefit amount at 
retirement (ie, 3% of pay per year of employment, payable at the 
retirement age of 67). CBPs define benefits in the form of an account 
balance, rather than a periodic amount. This can be helpful because 
employees always understand what they are entitled to under the 
CBP because it is a specific amount. Owners and employees both 
know what is going into the plan on their behalf and what will come 
out when they leave. 

CBPs and 401(k)s are not mutually exclusive. In fact, a dermatol-
ogy practice can typically utilize both types of plans simultaneously, 
“layering” a CBP on top of its existing 401(k).   

Main Benefits of CBPs
There are 4 compelling reasons why dermatology practices are inter-
ested in CBPs:

1 Significantly Increased 
Deductions for Plan Contributions

In 2021, 401(k)s are subject to maximum deductible contribution 
limits of $19,500, with profit-sharing plan limits at $58,000. (The 
catch-up contribution for those over age 50 is an additional $6,500 
annually.) These limits increase slightly each year. Properly struc-
tured CBPs, on the other hand, can allow business owners to make 
tax-deductible contributions of $200,000 or more, potentially saving 
them $80,000 to more than $100,000 in income taxes annually.

2 Additional Costs Are Much  
Lower Than Additional Tax Savings

CBPs usually involve higher annual administration costs and higher 
employer contribution amounts for employees than 401(k)s and/or 
profit-sharing plans. Nonetheless, the tax savings typically dwarf 
these additional expenses, making the CBP extremely attractive.

3 Possible Second Level of Tax Deduction 
For those whose income puts them above the new tax code’s 

qualified business income (QBI) threshold limits, a CBP can be a 
tool to reduce taxable income enough to qualify for the QBI deduc-
tion, creating 1 deduction that leads to a second deduction (Table).

4 Greater Access to Top (+5) Asset Protection Level
As an exempt asset under federal law and most state laws,       

ERISA-qualified QRPs are protected at the highest (+5) level. Unless 
a CBP is put in place for only 1 owner, with no other employees, this 
ERISA protection will usually also apply to the CBP. With larger 
contribution levels allowed in the CBP, this means more wealth can 
be protected in the CBP than in most other QRPs. 

CBPs are powerful planning tools that provide larger contribu-
tions than the QRPs most medical practices use today.  CBPs can be 
attractive to practice owners who are looking for greater tax deduc-
tions, asset protection, and superior retirement savings. 

Disclosure
OJM Group, LLC (OJM) is an-SEC registered investment adviser with its principal place of practice in the state of Ohio.  SEC 
registration does not constitute an endorsement of OJM by the SEC nor does it indicate that OJM has attained a particu-
lar level of skill or ability. OJM and its representatives 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 registered 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 Dis-
closure web site www.adviserinfo.sec.gov. For additional information about OJM, including fees and services, send for our 
disclosure brochure as set forth on Form ADV using the contact information herein. Please read the disclosure statement 
carefully before you invest or send money. This article contains general information that is not suitable for everyone. 

The information contained herein should not be construed as personalized legal or tax advice, or as a recommenda-
tion of any particular security or strategy. There is no guarantee that the views and opinions expressed in this article will be 
appropriate for your particular circumstances. Tax law changes frequently, accordingly information presented herein is 
subject to change without notice. You should seek professional tax and legal advice before implementing any strategy 
discussed herein.

Scan the QR Code to receive free print copies or e-book 
downloads of Wealth Planning for the Modern Physician. 

QBI Before cash balance plan After cash balance plana 

199A deduction $585,822 $300,000

Total taxable income $0 $60,000

Total taxable income $585,822 $240,000

Federal income taxesb $154,126 $45,642

Difference in federal income taxesc - $108,484

HOW A CASH BALANCE PLAN CAN CREATE 2 DEDUCTIONS FOR THE PRICE OF 1
TABLE

Cash balance plans (CBPs) can be used to reduce taxable income enough to qualify for the qualified business income 
(QBI) deduction even if the taxpayer’s business is a specified service trade or business, like a medical practice.  That holds 
true for those whose income puts them above the new tax code’s QBI threshold limits. In this way, the CBP can create 1 
deduction that leads to a second deduction, as the following example shows.

A: CBP CONTRIBUTION IN YEAR 1 OF $285,822.
B: BASED ON 2021 TAX RATES FOR A MARRIED FILING JOINTLY TAXPAYER. 

C: ADDING A CASH BALANCE PLAN REDUCES FEDERAL TAX BY 70%.
SOURCE: OJM GROUP, CINCINNATI, OHIO

DermatologyTimes®OCTOBeR 2021
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There are two pieces of data that all
Dermatologists need to keep up with
monthly in order to assess the
financial health of their practice.

up
ee

2. AR Summary

EXCLUSIVELY DERM-SPECIFIC
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A recent case report highlighted the 
importance of caution when using 
fractional laser resurfacing in patients 
with active or previous acne. “We had 

a patient with mild comedonal acne who devel-
oped a severe acne agminate-like granulomatous 
reaction after rejuvenation laser therapy,” said 
principal investigator Ifa Etesami, MD, MPH, 
an assistant professor in the Department of Der-
matology at Razi Hospital, Tehran University 
of Medical Sciences, Iran. The authors recom-
mend using deep bulk-heating rejuvenation lasers 

cautiously in the pres-
ence of acne lesions, 
or thoroughly treat-
ing the acne before 
laser therapy.1

The 41-year-old 
woman underwent 
Fotona4D laser reju-
venation with the SP 
Dynamis dual-wave-
length laser system 
(1064-nm Nd:YAG 
a n d  2 9 4 0 - n m 
Er:YAG; Fotona). At 
the time of treatment, 
she had mild inflam-
matory acne limited 
to her neck and chin. 
Her medical history 
was unremarkable 

except for adolescent acne, which was treated with 
isotretinoin for 8 months.

Perioperatively, the patient cleaned her face 
with a facial cleanser, after which the treatment 
area was cleaned with 70% ethanol solution. 
She underwent 1 laser session and began herpes 
prophylaxis immediately thereafter.

Three days postoperatively, the patient devel-
oped severe erythematous papules on her face 
and neck. One week post treatment, the lesions 
had evolved into monomorphic pustules. Tzanck 
smear ruled out the presence of herpes. Further 
investigation uncovered gram-positive cocci that 
culture revealed to be Staphylococcus epidermidis. 
This entity is rarely pathogenic, and authors con-
sidered it to be part of the patient’s normal skin 
f lora. The lesions did not respond to tetracy-
clines, cephalexin, or ciprofloxacin. After around 
2 weeks, the lesions began to scale off and evolve 

acne

JOHN JESITUS | Staff Correspondent

Laser Leads to Acne  
Agminate-like Reaction

Quick TAKES
In the case report, 3 
days postoperatively, 
the patient developed 
severe erythematous 
papules on her face 
and neck.

The authors reported 
that bulk heating of 
the skin caused by 
the laser may have 
led to the rupture of 
existing comedones.

They highlight 
the importance 
of caution when 
using fractional 
laser resurfacing in 
patients with active 
or previous acne.
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acne

into in� ltrated edematous, erythematous papules. 
Punch biopsy performed 3 weeks post laser 

showed ill-de� ned small granulomas—composed 
of histiocytes, small lymphocytes, and multinucle-
ated giant cells without necrosis—in the super� cial 
dermis. The in� ltrate extended to the deep dermis 
and congregated around the follicles; the overlying 
epidermis showed mild acanthosis and spongio-
sis. Together, authors said, histological � ndings 

pointed to acne agminate. 
The patient experienced no systemic symp-

toms during the reaction. Laboratory tests were 
normal, as were viral markers, puri� ed protein 
derivative/tuberculosis testing, and angioten-
sin-converting enzyme and calcium levels. By       
2 months post treatment, the in� ltrated papules 
had resolved without therapy and the patient’s 
skin was completely recovered. “Acne agminate 

is a relatively rare granulomatous condition with 
unknown etiology,” Etesami said. However, it 
may represent a form of granulomatous rosacea 
or a granulomatous reaction to ruptured hair fol-
licles.2 Nishimoto et al showed that cell-mediated 
granulomatous immune reaction in acne agminate 
could occur following the entrance of Propioni-
bacterium acnes into the dermis due to follicular 
rupture.3 Some authors have suggested that acne 
agminate is a granulomatous reaction to Demodex 
folliculorum, ruptured epidermal cysts, or alumi-
num zirconium complexes.4

“We believe that the bulk heating of the skin 
caused by the laser may have led to the rupture 
of existing comedones in our patient, leading to 

the entrance of Propionibac-
terium acnes and other par-
ticles of follicles into the der-
mis, resulting in a granuloma-
tous reaction and acne agmi-
nate-like lesions,”   Etesami 
said. “We believe that the 
Fotona 4D third step, which 

uses 1064-nm Nd:YAG with high � uences and 
high pulse duration (2 seconds), contributed most 
to the severe reaction in our patient.” The third 
step is performed to achieve deep and homoge-
nous bulk heating of the skin, she said. However, 
performing this step in skin with existing come-
dones could have led to the rupture of the folli-
cles and the subsequent severe granulomatous 
in� ammation.

“Complications of resurfacing fractional lasers 
are rare, and these lasers are considered safe,” she 
said. However, Etesami said, many studies report 
acneiform lesions as one of the most frequent 
adverse effects after laser therapy. In a study of 
730 patients who underwent fractional rejuve-
nation with 1927-nm, 1550-nm, or CO

2
 laser, 13 

patients experienced acne eruptions.5 In a retro-
spective study of 961 patients who underwent erbi-
um-doped laser 1550 treatment, 7.6% experienced 
complications, with acneiform lesions (1.87%) 
being the most common.6 A review of all reported 
complications of fractional laser resurfacing occur-
ring between 1998 and 2009 revealed that acnei-
form lesions occurred in 2% to 10% of patients.7 

Conversely, authors uncovered only 1 previously 
reported case of granulomatous lesions occurring 
after laser resurfacing.8

Ultimately, authors advised caution in acne 
patients considering laser therapy. “Even very mild 
comedonal acne can lead to severe reactions [like] 
acne � ares or the development of an acne agmi-
nate-like granulomatous reaction,” Etesami said. 
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“ We’re seeing acne progressively younger in our preadolescents. 
In fact, many of our acne medications are approved down to  
age 9. So 7 to 12 can be normal preadolescent acne.”

Julie Harper, MD, owner of Dermatology and Skin Care Center of Birmingham in Alabama

acne

1  TARGET THE SAME PATHOGENESIS IN ALL 
PATIENTS WITH ACNE

“Regardless of patient gender, age, or clinical 
presentation, the pathogenesis of acne is the 
same,” she said. “We’re always targeting 4 main 
things: follicular epidermal hyperproliferation or 
plugging of the follicle, excess sebum, Cutibacte-
rium acnes, and in� ammation.”1

Regarding follicu-
lar plugging, she said 
that except for pregnant 
patients, topical reti-
noids are a mainstay as 
other treatments aren’t 
as e� ective. 

Treating C acnes and 
inf lammation is fairly 
straightforward, she 
said. Optimal agents to 
treat the former include 
benzoyl peroxide and 
topical or oral antibiot-
ics. Retinoids and many 
topical and systemic 
antibiotics can address 
inflammation. “Excess 
sebum is way harder,” 

she noted. “Right now, we don’t have any topical 
products that treat that.” 

Topical clascoterone may have utility here, 
Harper said. Additional options include oral 
hormonal therapies, which can be used only in 
women, and isotretinoin. The latter addresses all 
4 causative factors and can be prescribed even 
for the youngest acne patients, she said. “There’s 
really not a bottom cuto�  [for isotretinoin] from 
a safety standpoint,” Harper said. “You can use 
isotretinoin in a very young patient if needed.”

2  LOOK FOR THE COMEDONE
“If you’re not seeing [the comedone], you’re 

probably not dealing with acne,” Harper said. 
In patients 0 to 6 weeks old, she said, what has 
been called neonatal acne is actually Malassezia. 
However, she added, patients aged 6 weeks to 1 
year can have acne, which can be con� rmed by 
the presence of comedones. Papules, pustules, 
large nodules, and scarring also can occur in this 
age group.

Acne in midchildhood should raise a f lag, 
Harper said. Speci� cally, acne in patients aged 1 

to 7 years could signify that too much androgen 
is being secreted too early. Acne in this age group 
is rare, she emphasized. When it occurs, she rec-
ommended referral to a pediatrician for work-up 
for hyperandrogenism.

Age 7 represents an appropriate lower bound-
ary for preadolescent acne, Harper said. “We’re 
seeing acne progressively younger in our pread-
olescents,” she explained. “In fact, many of our 
acne medications are approved down to age 9. So 
7 to 12 can be normal preadolescent acne. But 
always look for the comedone to help you deter-
mine if you’re really dealing with acne or some-
thing like folliculitis or yeast.”

In preteens, acne predominantly a� ects the 
T-zone. “It’s going to be more comedonal than 
in� ammatory.” Harper said. “We see little black-
heads and whiteheads far more than pustules or 
nodules.” In contrast, adolescents tend to develop 
mixed comedonal and in� ammatory acne on the 
face and trunk. These patients also may exhibit 
more severe acne, in the form of nodules and 
scarring.

3 & 4 USE TOPICAL RETINOIDS IN            
ALMOST EVERY PATIENT WITH 

ACNE; USE COMBINATION TREATMENTS IN 
MOST PATIENTS WITH ACNE
Because acne pathology remains relatively con-
sistent across age groups, Harper said, derma-
tologists typically treat young patients similarly 
to adults. Exceptions include avoiding oral anti-
biotics, such as the tetracyclines, below age 9. 
“When it comes to topicals,” she added, “we 
have to be a little more worried about what the 
skin can tolerate.”

For mild pediatric acne, American Acne and 
Rosacea Society (AARS) guidelines for pediat-
ric acne treatment recommend primarily topi-
cal treatment, with mono- or combination ther-
apy.2 A similar approach applies to adolescents 
and young adults with mild acne, Harper said. 
With prepubescent patients, dermatologists must 
use caution regarding benzoyl peroxide and top-
ical retinoids. “The child who is going through 
puberty may be very greasy,” she added. “So they 
may tolerate some topical products better than the 
younger patient or adult female, whose skin is not 
quite as oily.”

Treating moderate acne in children and young 
adults typically requires combination therapy, 

according to the AARS guidelines, with the pos-
sible addition of non-tetracycline oral antibiotics. 
“Consider hormonal therapy in women,” Harper 
said. “However, our youngest female patients 
probably need to have established their menstrual 
cycle for 1.5 to 2 years before we consider using 
systemic hormonal therapy.”

Additionally, dermatologists can consider 
isotretinoin for young children with acne that is 
severe, not responding to therapy, or scarring. For 
severe acne in older children and young adults, 
Harper said, treatment leans more toward oral 
antibiotics, with topical combination therapy, plus 
hormonal therapy and isotretinoin where needed. 

5DON’T DELAY ISOTRETINOIN 
If people aren’t responding to other treat-

ments, instead of doing 3 courses of combina-
tion therapy, get to isotretinoin faster,” she said.

American Academy of Dermatology (AAD) 
guidelines for acne in adolescents and young 
adults largely mirror those of the AARS.3 AAD 
guidelines suggest starting treatment of severe 
acne with oral antibiotics; isotretinoin; or, in 
females, hormonal therapies, with continued top-
ical agents.3

for REFERENCE
American Acne and Rosacea 
Society guidelines for pediatric 
acne treatment.

6 SYSTEMIC AGENTS (EXCEPT ISOTRETI-
NOIN) ARE NOT NECESSARILY MORE EF-

FECTIVE THAN TOPICALS—THEY JUST CARRY 
MORE RISKS
“When we add these oral treatments in mod-
erate to severe acne, it gives us the idea that 
the oral medication must be more powerful,” 
Harper cautioned. “I am not convinced that’s 
true, except for isotretinoin. It can often cure 
acne and give long-term remission.”

Other oral agents are not necessarily stronger 
than topicals, but they carry more risk. “As acne 
severity increases and the acne has more risk of 
scarring or leaving dyspigmentation behind, we 
are willing to take on more risk by adding oral 
medications,” she said, and added that outside of 
isotretinoin, guidelines do not recommend stop-
ping topicals when using oral agents.

 Age Group Challenges FROM PAGE 1

Quick TAKES

Treating excess 
sebum remains 
a major issue for 
patients of all ages.

Although rare, 
acne in patients 
aged 1 to 7 years 
could indicate 
hyperandrogenism 
and should be 
evaluated by a 
pediatrician.

Guidance 
recommends 
continuing topicals 
when using oral 
agents, except for 
isotretinoin.
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acne
7 ALL ACNE IS HORMONAL

Dermatologists have mistakenly labeled adult 
female acne (AFA) as hormonal acne because it 
tends to flare at certain times of the menstrual 
cycle. “But all acne is hormonal, whether it’s in 
the 1-year-old, the 9-year-old, or the truncal acne 
in a 16-year-old boy,” Harper said. “Hormones 
play into the pathogenesis of acne by increasing 
sebum and inflammation and probably by hav-
ing an impact on follicular plugging.”

Acne in the adult years mostly affects women, 
in the form of mixed acne on the face and trunk, 
according to Harper. “But there is a subset of adult 
women—probably 10% to 12%—who develop 
acne just on the lower face and jawline,” she said. 
“It’s more inflammatory than comedonal, so it’s 
a bit reversed from what we see in our youngest 
patients.”

Cosmetically, adult women may not tolerate 
some adverse effects of topical treatments as eas-
ily as younger patients might, Harper added. For 
example, adult females may reject products that 
bleach fabrics, cause scaling, or affect makeup. 

Compared with AFA, acne in men generally 
has a more mixed presentation. Like adolescent 
acne, it occurs on the face, chest, shoulders, and 
back (Figure 1). 

Men with acne have been somewhat ignored 
in medical literature and lectures, Harper said, 
because considerably more adult women than 
men experience acne. Regardless of gender, she 
added, it is especially important to look for come-
dones in adult acne, particularly on the face, to 
rule out other skin disorders such as rosacea, fol-
liculitis, and perioral dermatitis.

8    DON’T BE AFRAID TO TREAT  
PREGNANT PATIENTS WITH ACNE

For women trying to conceive, Harper recom-
mended assuming they are pregnant and choos-
ing products that are safe during the first trimes-
ter. “If the patient has been on isotretinoin, insist 
that she avoid becoming pregnant for 1 month 
after completing the drug. But what about tet-
racycline antibiotics and oral spironolactone? 
We use a lot of these. Do we have to stop these 
months in advance of her getting pregnant?” Not 
necessarily, she said.

9 IF A WOMAN ON TETRACYCLINES 
OR SPIRONOLACTONE BECOMES            

PREGNANT, DON’T PANIC
Tetracycline antibiotics are contraindicated after 
the 15th week of pregnancy. “And we’re not 
intentionally going to use them in the first tri-
mester if we’re treating acne,” Harper said. “But 
we have good evidence to show us that there is 
no increased risk of congenital malformations 
with inadvertent first-trimester use.4,5 So one 
message is, don’t panic.” One can simply stop 
the drug if a woman on a tetracycline antibiotic 
becomes pregnant, Harper said, because the risk 
occurs after the first trimester.

With oral spironolactone, she said, the hypo-
thetical—but unreported—concern is feminiza-
tion of a male fetus.6 Sexual development occurs 
very late in the first trimester, Harper said. “So 
again, if somebody becomes pregnant on spirono-
lactone, just stop the drug.” Additionally, spirono-
lactone is considered safe while nursing.7

For women who are pregnant or nursing, she 
offered the “3 for 3” slogan—not because the tri-
mesters are treated differently but for simplic-
ity. Safe topical agents for these patients include 
azelaic acid, benzoyl peroxide, and clindamy-
cin (ABC). For more severe, potentially scarring 
cases, safe oral antibiotics include amoxicillin, 
cephalexin, and erythromycin (ACE). “There 
is 1 exception with erythromycin: We do not 
want to use erythromycin estolate during preg-
nancy,” she said.

10 HOW MANY PIMPLES ON YOUR FACE 
DOES IT TAKE TO MESS UP YOUR DAY? 

“The answer is usually 1,” Harper said. “Let’s 
make sure that regardless of patient age or gen-
der, we treat acne as a serious complaint. It has a 
big impact on patients’ lives overall, and on their 
quality of life.” 
Disclosures
Harper has been a consultant, speaker, investigator and/or advisory board mem-
ber for Almirall, BioPharmX, Cutera, Cassiopea, EPI, Galderma, Journey Medi-
cal Corporation, Ortho Dermatologics, Sol-Gel, Sun Pharmaceuticals, and Vyne 
Therapeutics.

References
1  Harper JC. Acne therapy: differences for each decade. Presented at: Music City 

Symposium for Cosmetic Advances and Laser Education (SCALE); August 19, 
2021; Nashville, Tennessee.

2  Eichenfield LF, Krakowski AC, Piggott C, et al. Evidence-based recommendations 
for the diagnosis and treatment of pediatric acne. Pediatrics. 2013;131(suppl 3): 
S163-S186. doi:10.1542/peds.2013-0490B

3  Zaenglein AL, Pathy AL, Schlosser BJ, et al. Guidelines of care for the manage-
ment of acne vulgaris. J Am Acad Dermatol. 2016;74(5):945-73.e33. doi:10.1016/j.
jaad.2015.12.037

4  Padberg S. Anti-infective agents. In: Schaefer S, Peters P, Miller RK, eds. Drugs 
During Pregnancy and Lactation, 3rd ed. Elsevier; 2015:115-176.

5  Jick H, Holmes LB, Hunter JR, Madsen S, Stergachis A. First-trimester drug use and 
congenital disorders. JAMA. 1981;246(4):343-346.

6  Pugashetti R, Shinkai K. Treatment of acne vulgaris in pregnant patients. Dermatol 
Ther. 2013;26(4):302-311. doi:10.1111/dth.12077

7  Butler DC, Heller MM, Murase JE. Safety of dermatologic medications in preg-
nancy and lactation: part II. lactation. J Am Acad Dermatol. 2014;70(3):417.e1- 427. 
doi:10.1016/j.jaad.2013.09.009

Figure. Truncal Acne in a 19-year-old Male Patient
Adult men with acne tend to have more mixed presentations occurring on the face, chest, shoulders, and back.

Courtesy of Dermatology and Skin Care Center of Birmingham

“There’s really not a bottom 
cutoff [for isotretinoin] from a 
safety standpoint. You can use 
isotretinoin in a very young 
patient if needed.”
Julie Harper, MD 
Birmingham, Alabama
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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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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.
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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]. 
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     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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A case study of a patient with palmo-
plantar psoriasis (PPP) who was suc-
cessfully treated with a combination 
of 40% trichloroacetic acid (TCA) 

peels and 1% gentian violet was published in 
JAAD Case Reports.1  “One of the truly interest-
ing things that has been discovered recently is 
that the skin is normally acidic, and when there 
is inf lammation, the skin becomes more alka-
line,” said senior author Jack Arbiser, MD, PhD, 
a professor of dermatology at Emory University 
School of Medicine in Atlanta, Georgia. “TCA 
restores acidity to the skin.”

Gentian violet, on the other hand, has addi-
tional anti-inflammatory properties for blocking 
angiogenesis. Over the past 2 years, Arbiser has 
used the novel PPP treatment on about 2 dozen 
patients. “Overall, the results have been quite 
good,” he said. “We are able to keep a lot of these 
patients off biologics, which is really important 
during the COVID-19 pandemic.”

Arbiser selected a 70-year-old African Ameri-
can woman for the case study because he had the 
most complete set of before-and-after pictures of 
her. The patient had a history of type 2 diabe-
tes and a 10-year history of a pruritic rash of her 
hands. On exam, scaly, ill-defined erythematous 
plaques on the soles and palms were observed. 

Although the patient declined biopsy of the 
palms or soles, PPP was deemed the most likely 
diagnosis. With no improvement using ointments 
and lotions after 4 months, combination TCA and 
gentian violet was started. “The initial chemical 
peel is office based; we do not recommend chemi-
cal peeling at home,” Arbiser said. “But the gentian 

violet can certainly be applied at home.” The first 
treatment office visit consisted of TCA followed 
immediately by gentian violet application.

The purple liquid dye has been used medically 
for over 100 years, including for many years to treat 
skin infections because of its antibacterial and anti-
fungal activity. The dye is available without pre-
scription. “You can order it on Amazon,” Arbiser 
said. “It is quite inexpensive, which is one of the 
advantages of this treatment.”2

The second office visit, 1 month later, involved 
only a chemical peel, as did the third office visit 1 
month afterward. Between visits, the patient was 
instructed to apply gentian violet once a day for 1 
or 2 weeks.  

The patient noted a significant and sustained 
improvement of the scale, itch, and erythema of 
her palms and soles at the second and third visits.
Arbiser was quite surprised how well the patient 
fared. “I was hoping to avoid a systemic agent,” he 
said. “Our therapy was a last-ditch attempt before 
resorting to more aggressive therapies.”

Still, there is patient hesitancy about the novel 
therapy.3 “The concept of actually putting acid on 
inflamed skin is initially counterintuitive,” Arbiser 
said. “Most people feel that would be really pain-
ful, but in reality the acid is not painful at all.”

The Koebner phenomenon is also avoided. 
“TCA does not spread the inflammation, unlike a 
patient who has psoriasis and develops a wound,” 
Arbiser said. “That patient often develops psori-
asis in the wound. We have not seen the chemical 
peel cause Koebnerization.”

Staining is the major barrier to patient adher-
ence. “Staining is definitely an inconvenience, but 

you are avoiding a biologic or other systemic agents 
that can make you immunocompromised and may 
cause cancer,” he said. “The $64 billion question 
is that once you start a biologic or other systemic 
treatment, you often do not know when to stop. 
So we are treating a lot of patients unnecessarily 
because we have no way of knowing who we can 
safely stop treating and who we cannot.”   

Within the last few years, Canada withdrew 
gentian violet from the market. “I feel they made 
a big mistake,” Arbiser said. “Their decision 
was based on very large doses of the dye given to 
mice and rats, which caused some tumors. But in 
humans, we have not seen cancer.”4

Arbiser believes TCA and gentian violet is 
an extremely safe and effective method to treat 
the very difficult-to-treat disease of PPP. How-
ever, there is no CPT medical code. “I think in 
the future it should be billed as a new procedure,” 
he said.

Often, Arbiser said, a clinician is limited to 
choosing 2 out of 3 therapy outcomes: safe, effec-
tive, and inexpensive. “But this novel treatment 
gives you 3 out of 3,” he said.

Arbiser has also used the combination ther-
apy for atopic dermatitis of the hands and feet with 
similar results. 
Disclosure
Arbiser reports no relevant financial disclosures.

psoriasis

Chemical Peel and Gentian 
Violet to Treat PPP

Quick TAKES

A patient with palmoplantar psoriasis was 
successfully treated with a combination of 
trichloroacetic acid peels and 1% gentian violet.

Patients are hesitant to apply 
gentian violet to the skin 
because of its acidic nature.

Staining is the major 
barrier to patient 
adherence.

BOB KRONEMYER | Staff Correspondent
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atopic dermatitis

} eczema Solutions FROM PAGE 1

Although Janus kinase (JAK) inhibitors have captured headlines as the FDA  
evaluates their efficacy and safety, there are more options on the horizon. A steady stream 
of novel therapeutic agents are going through the atopic dermatitis (AD) pipeline.

“In the past couple years,” says Peter Lio, MD, who spoke at the National eczema Associ-
ation’s Virtual eczema expo,1 “not only do we have some new treatments that have made 
a gigantic difference in patients’ lives already, but more importantly, that’s the tip of the 
iceberg.”2,3 He is a clinical assistant professor of dermatology and pediatrics at Northwest-
ern University Feinberg School of Medicine.

Oral JAK Inhibitors
In mid-2021, the FDA extended Prescription Drug User Fee Act (PDUFA) dates for several 
drugs.4-6 However, some oral JAK inhibitors hit a setback with the FDA’s September 1 deci-
sion to require warnings of serious health risks on JAK inhibitor tofacitinib (Xeljanz; Pfizer), 
which is used to treat rheumatoid arthritis among other conditions. the decision was ex-
panded to include baricitinib (Olumiant; eli Lilly and Company), and upadacitinib (Rinvoq; 
AbbVie) in the warning mandate.

   Abrocitinib (Pfizer)
   baricitinib 
   Upadacitinib  

“We eagerly await these new additions to the armamentarium for AD as we continue 
to have unmet needs and patients who have, quite literally, run out of options,” Lio says. 
“Although there are significant safety concerns with the JAK inhibitor class, I hope that we 
will be able to carefully review the specific safety data in the AD population so that we can 
better guide our patients in a shared decision-making process.”

Topical JAK Inhibitors
Delgocitinib (LeO)—Phase 3 results in Japanese children show significantly greater reduc-
tions in modified eczema Area and Severity Index scores versus vehicle.7 Stateside, delgoci-
tinib has been FDA fast-tracked for chronic hand eczema.

Topical Phosphodiesterase 4 (PDE4) Inhibitor
   Roflumilast (Arcutis)—Phase 3 results in patients aged 6 years and up (NCt04773587, 
NCt04773600), and age 2 to 5 (NCt04845620) with mild to moderate AD are expected 
in late 2022.

Aryl Hydrocarbon Receptor Inhibitor
   tapinarof (Dermavant Sciences)—On September 9, Dermavant announced dosing of 
its first phase 3 patient with AD.8

Injectable Biologics
   Lebrikizumab (eli Lilly and Company)—In mid-August, the FDA granted lebrikizumab 
fast-track designation in adults and adolescents with AD based on week 16 phase 3 
results.9

   Adtralza (tralokinumab; LeO Pharma)—FDA review continues after the agency request-
ed additional data in April 2021.10

   Nemolizumab (Galderma)—Phase 3 
results in moderate to severe AD are 
expected in late 2022 (NCt03985943, 
NCt03989349) and late 2023 
(NCt03989206).

PIPELINE OF PROMISE

more ONLINE
Scan for full reference list.

THERAPEUTIC REVOLUTION
With over 100 therapies in the eczema pipeline, 
physicians and patients are witnessing a ther-
apeutic revolution, said Raj Chovatiya, MD, 
PhD, who spoke on a panel convened by the 
NEA.1 He is an assistant professor of derma-
tology at Northwestern University Feinberg 
School of Medicine in Chicago, Illinois.

Pediatric patients could be major beneficiar-
ies of this robust pipeline. “To date, we have a 
huge issue with children and babies,” said Peter  
A. Lio, MD, a clinical assistant professor of der-
matology and pediatrics at Northwestern Univer-
sity Feinberg School of Medicine, who led the 

Eczema Expo panel. 
“Trials of new eczema 
agents have focused 
largely on adults, and 
occasionally teenagers.” 
Because approximately 
85% of patients develop 
AD before age 5,2 not 
only do children repre-
sent the largest group of 
AD patients, but physi-
cians also have the few-
est FDA-approved treat-
ments for them. Fortu-
nately, the FDA is work-
ing to reduce this dis-
parity, Lio explained.

“Numerous clinical trials are under way in 
various phases, examining the efficacy and safety 
of topical, biologic, and oral medications for der-
matitis across all age groups,” Chovatiya said. 
“Early results are encouraging and suggest these 
newer treatments are equally efficacious and safe 
across all ages.”

Pivotal trials of dupilumab (Dupixent; 
Sanofi and Regeneron Pharmaceuticals) led to 
its approval for adults, adolescents; and, most 
recently, children down to age 6 months.3-6 Cris-
aborole was initially approved in 2016 for chil-
dren 2 years and older and was expanded in 
2020 down to 3 months. 

Additionally, the topical JAK inhibitors 
abrocitinib (Pfizer) and upadacitinib (Rinvoq; 
AbbVie) met primary and secondary phase 3 
end points for patients aged 12 years and up,7-9 as 
has topical ruxolitinib.10 However, getting these 
drugs to market has a new challenge.

Oral JAK inhibitors abrocitinib, baricitinib 
(Olumiant; Eli Lilly and Company), and upadac-
itinib, a biologic agent that targets IL-13 (traloki-
numab), and a topical JAK inhibitor ruxolitinib 
(Jakafi; Incyte), were awaiting FDA approval and 
labeling. However, a September 1 FDA decision 

to require warnings of serious health risks on the 
JAK inhibitor tofacitinib (Xeljanz; Pfizer), which 
is used to treat rheumatoid arthritis and other 
conditions, delivered a setback. The decision 
was expanded to include baricitinib and upad-
acitinib in the warning mandate. (For more, read 
the update on p. 42.)

“We eagerly await these new additions to the 
armamentarium for AD as we continue to have 
unmet needs and patients who have quite literally 

run out of options,” Lio said. “Although there are 
significant safety concerns with the JAK inhib-
itor class, I hope we will be able to carefully 
review the specific safety data in the AD pop-
ulation so we can better guide our patients in a 
shared decision-making process.”

The FDA added a new treatment option 
with the September 21 approval of Opzelura. 
This novel cream formulation for Incyte’s selec-
tive JAK1/JAK2 inhibitor ruxolitinib is “the 

Quick TAKES

New drug approvals 
could dramatically 
expand options for 
pediatric patients.

Nonsteroidal 
topical therapies 
show positive 
outcomes in late-
stage clinical trials.

Integrative 
medicine may offer 
alternatives, but 
physicians need to 
consider additional 
training and/or 
certification.
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first and only topical JAK inhibitor approved for 
short-term use in the United States for the topi-
cal short-term and non-continuous chronic treat-
ment of mild to moderate atopic dermatitis (AD) 
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,” accord-
ing to a company statement.10

Incyte noted that the approval was based 
on data from the TRuE-AD (Topical Ruxol-
itinib Evaluation in Atopic Dermatitis) clinical 
trial program (NCT03745651). Results of the  2 
randomized, double-blind, vehicle-controlled      
phase 3 studies (TRuE-AD1 and TRuE-AD 2) 
showed significant improvement from baseline 
in Investigator’s Global Assessment scores and 
reduction in itch.11 

Although the most common (≥1%) treat-
ment-emergent adverse reactions in patients 
treated with Opzelura were nasopharyngitis, 
diarrhea, bronchitis, ear infection, eosinophil 
count increase, urticaria, folliculitis, tonsilli-
tis and rhinorrhea,10 the statement added that 
Opzelura will carry a box warning regarding 
increased risk of major cardiovascular events, 
blood clots, low blood cell counts, and choles-
terol increases.

AD therapies under development range from 
monoclonal antibodies targeting various interleu-
kin (IL) subtypes to small molecule oral agents. 

TACKLING TSW
“Although topical corticosteroids [TCS] are 
first-line therapy for many patients with AD,” 
Chovatiya said, “special care should be taken 
with patients who require constant, ongoing use 
of these agents.” TSW remains poorly under-
stood, he noted. The starting point is grasp-
ing the idea that the term denotes a collection 
of cutaneous findings that occur with long-term, 
continuous use of mid- to high-potency TCS, 
Chovatiya advised.

Diagnostic criteria are lacking, but several 
important features can help identify TSW.12 The 
most sensitive signal, Lio said, is when patients 
who have used long-term TCS discontinue treat-
ment, eczema flares up, often at levels worse than 
its initial presentation. For established TSW, key 
findings include confluent erythema, burning 
pain, and edema, he said. “The findings attrib-
uted to TSW are most pronounced in areas with 
sensitive skin, including the face and genital 
region,” Chovatiya said.

Strategies for preventing TSW include inter-
mittent TCS regimens and regular incorpora-
tion of nonsteroidal topical treatments. Accord-
ingly, Chovatiya and Lio said excitement is grow-

ing around several emerging nonsteroidal topi-
cal therapies in later-stage clinical trials. Along 
with topical ruxolitinib, such agents include new 
PDE4 inhibitors, such as roflumilast (ARQ-154, 
Arcutis), and the aryl hydrocarbon receptor ago-
nist tapinarof (Dermavant Sciences), for which 
the FDA accepted a new drug application in 
August 2021. 

In addition to nonsteroidal topical agents, Lio 
said, he typically discusses dupilumab or photo-
therapy with patients battling long-term disease. 
Similarly, Chovatiya recommended increased 
emphasis on appropriate use of advanced ther-
apies for patients with moderate to severe AD 
who are not achieving optimal results with topi-
cal corticosteroids.

ALTERNATIVE AND  
COMPLEMENTARY THERAPIES
Presently, Chovatiya said there are insufficient 
data from well-controlled trials to support broad 
use of alternative medicines, supplements, cos-
meceuticals, and nutraceuticals for treating AD. 
“However, many of these treatments are fre-
quently used by patients alongside their pre-
scription therapies to achieve better control of 
their AD, highlighting an immense need for 
safe, effective therapies from both the patient 
and health care provider perspectives,” he said.

Patients often use coconut oil and sunflower 
seed oil as adjunctive moisturizers, Chovatiya 
said. Both have limited data suggesting they may 
enhance barrier function and provide anti-in-
f lammatory effects.13,14 Small trials have also 
shown utility for oral agents, such as L-histidine, 
hempseed oil, and Lactobacillus.15-17

“Many patients are interested in integrative 
approaches,” Lio said, “and it is very encourag-
ing that many clinicians are engaging in these 
areas now.” For several years, Lio has partici-
pated in the Integrative Dermatology Sympo-
sium. “It has been exciting to see the research, 
the clinical experiences, and the incredible tra-
ditions represented. [AD] is very amenable to 
such approaches because it is such a multifac-
eted disease.”

The Integrated Dermatology Certificate 
Program for dermatologists, which debuted in 
2020, has 21 graduates and 22 current enroll-
ees. “We developed this program because we 
were frustrated by the fragmented, confusing, 
and sometimes incorrect information currently 
available in integrative dermatology,” Lio said. 
The 9-month immersive program gives grad-
uates tools that allow them to feel comfortable 
applying integrative dermatology to their prac-
tices without being overwhelmed by course-
work, he added.

SPECIAL POPULATIONS
Regarding subpopulations with AD, such as 
pregnant people, patients with skin of color 
(SOC), and transgender patients in transition, 
dermatologists’ ability to personalize therapy 
remains in its infancy, Lio said. “We now real-
ize the ultimate goal is to understand health and 
disease to such a degree that we can customize 
our approach on a truly individual basis.” Pres-
ently, dermatologists can distinguish some AD 
phenotypes—such as nummular eczema, folli-
cular eczema, gestational eczema, and prurigo 
nodularis—clinically, and they are beginning 
to identify AD endotypes in research settings, 
he said.18

Although dermatologists acknowledge that 
AD is probably not 1 disease,18 and that it can 
manifest differently across different racial and 
ethnic groups,19 dermatologists’ therapeutic 
approach remains relatively static across the spec-
trum of these manifestations, partly because their 
armamentarium remains limited, Lio added.

Fortunately, recent analyses suggest that 
newer AD treatments, specifically dupilumab 
and ruxolitinib, offer comparable safety and effi-
cacy in patients with SOC and different racial/
ethnic backgrounds, Chovatiya said.20,21

One group that requires special treatment is 
pregnant people. These patients can be difficult 
to treat, because many of today’s more potent 
therapies are contraindicated due to concerns 
regarding their impact on fetal health. “There is 
no doubt that we need more research in this area 
and beyond,” Lio said.

Absent a one-size-fits-all AD treatment strat-
egy, Chovatiya recommended shared deci-
sion-making with patients to craft unique care 
plans that balance patient and provider values 
alongside safety, efficacy, feasibility, and costs 
in selecting prescription and nonprescription 
approaches. 
Disclosures
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rosacea

“The facial erythema also needs to be 
addressed,” Gallo said.

WHAT WAS MISSING IN 
ASSESSING AND TREATING ROSACEA
New insights into rosacea’s pathogenesis and 
pathophysiology have resulted in significant 
changes in recent years, including a new classi-
� cation system. Classifying rosacea is no longer 
based on the 4 subtypes of erythematotelangiec-

tatic, papulopustular, 
phymatous, and ocular 
rosacea described 20 
years ago.2 An update 
by the Global Rosa-
cea Consensus (GRC) 
panel, first published 
in 2016, transitioned 
from a phenotype- 
based approach to 
rosacea diagnosis and 
classi� cation.3

The GRC’s update 
recognized rosacea as 
a single disease with 
several potential phe-
notypes that can occur 
at various times and in 
di� erent combinations. 

That signaled a paradigm shift in how dermatol-
ogists assess and ultimately treat rosacea. 

But the impact of facial erythema remains 
underappreciated, according to Gallo. To high-
light its importance, a panel of US dermatologists 
recently convened for a National Rosacea Soci-
ety (NRS) roundtable discussion and addressed 
what dermatologists need to know about facial 
erythema in rosacea. A summary of that round-
table was published August 2021 in the Journal 

of Drugs in Dermatology (JDD).4

One of the most important factors is how 
prevalent and disruptive the phenotype of facial 
erythema is for all patients who have rosacea, 
according to Gallo, who led the roundtable and 
was lead author of the paper.  

Persistent facial erythema has gone largely 
under the radar in rosacea research and might 
be somewhat ignored in clinical practice, he told 
Dermatology Times®. 

“There has not been an organized and con-
certed e� ort to collect the data and understand 
that aspect of the disease,” Gallo said. “Previ-
ously, we recognized a classi� cation of symptoms 
that had a subtype of facial erythema, but that 
subtype got lost when we started thinking about 
people with rhinophyma, people with papules 
and pustules, and people with ocular rosacea. 
The reality is the prevalence of facial erythema 
is very high across all patients with rosacea.” 

Patients generally do not � t squarely into the 
old subtype classi� cations, according to round-
table participant and author Julie Harper, MD, 
president and owner of the Dermatology and 
Skin Care Center of Birmingham in Alabama.

“You might look at a patient with papules and 
pustules. How many of them don’t also have ery-
thema? It’s almost zero,” Harper said.

PATIENTS WANT SOLUTIONS 
FOR FACIAL REDNESS
Patients describe persistent facial redness as one 
of the most disruptive rosacea manifestations, 
according to recent studies and surveys, Harper 
said. But, she added, physicians often dismiss 
facial erythema as a less serious phenotype.

“There have been surveys done in the past 
that show that patients are as bothered by the ery-
thema as they are by the bumps—in some cases, 

even more so,” she said.
For example, research shows persistent facial 

erythema signi� cantly a� ects patients’ quality of 
life (QOL). 

Findings from a survey5 of more than 700 
responding patents with rosacea who self-eval-
uated their erythema as mild to severe suggest 
that the QOL impact from severe erythema was 
comparable to that of patients with atopic derma-
titis and psoriasis, according to the JDD paper. 

An NRS survey of 1675 rosacea patients 
found 82% of those with erythema indicated the 
condition had a negative impact on their general 
outlook on life, with the � gure rising to 90% for 
those with moderate to severe redness.6

SHIFTING DIAGNOSTICS FROM 
SUBTYPES TO PHENOTYPES
Today’s dermatologists should be sure to accu-
rately characterize and describe the rosacea 
phenotype, according to Gallo. 

Persistent facial erythema and less common 
phymatous changes are diagnostic phenotypes. 
Major signs are � ushing, papules and pustules, 
telangiectasia, and some ocular manifestations. 
The presence of any 2 major phenotypes can be 
considered diagnostic. 

Burning, stinging, edema, dryness and ocu-
lar changes—including “honey crust” and col-
larette accumulation at the lash base—lid margin 
irregularity, and evaporative tear dysfunction are 
secondary phenotypes, according to the authors.  

In essence, dermatologists are moving away 
from subtyping a person and instead are subtyp-
ing the lesions, according to Harper.

“If you look at a patient and document every 
phenotypic expression of rosacea that they have, 
the patient in front of you might have papules and 
pustules but also erythema, telangiectasia, and 

 Erythema FROM PAGE 1

Quick TAKES

Classifying rosacea 
is no longer based 
on the 4 subtypes 
of erythema: 
totelangiectatic, 
papulopustular, 
phymatous, and 
ocular rosacea.
The impact of facial 
erythema remains 
underappreciated.

Two FDA-approved 
prescription 
medications for 
treating erythema 
are alpha agonists 
brimonidine and 
oxymetazoline.

“ Previously, we recognized a classifi cation of 
symptoms that had a subtype of facial erythema, but 

[that] got lost when we started thinking about people with 
rhinophyma, papules, pustules, and ocular rosacea.”

Richard Gallo, MD, PhD, chairman of the Department of Dermatology at the University of California San Diego
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rosacea

maybe phymatous changes. They might even 
have ocular disease,” Harper said. “And from 
there, you come up with your treatment plan.”

EFFECTIVELY TREATING ROSACEA
Treating rosacea is not simply treating inflam-
mation, according to Harper. 

“Inflammation is an important part of what 
we see clinically, and it is an important part of 
the pathogenesis, but it is just 1 thing that we 
treat,” she said. “Another part of rosacea that is 
so important is the blood vessels. For our patients 
who have erythema, so much of that comes from 

chronically dilated blood vessels.” 
There are 2 FDA-approved prescription 

medications for treating erythema from neuro-
vascular dysregulation: brimonidine and oxym-
etazoline, both of which are alpha agonists.

“The first thing that is important to know 
is brimonidine and oxymetazoline are not the 
same,” Harper said. “While both are alpha ago-
nists, they have different receptor selectivity.”

Brimonidine, which begins acting in 30 min-
utes with an often dramatic reduction in ery-
thema, is predominantly an alpha 2 agonist, 
whereas oxymetazoline, which has a gradual 
onset with peak erythema reduction in about 3 
hours and lasts throughout the day, is predomi-
nately an alpha-1A agonist, according to Harper. 

“Because they have different receptor selec-
tivity, they are going to have different activity in 
the skin,” Harper said. “For example, we know 
that brimonidine has been associated with more 
erythema as an adverse effect either at the end of 
the day or even, paradoxically, in the middle of 

the day,” Harper said. 
The erythema exacerbation seen with bri-

monidine does not tend to occur with oxymeta-
zoline. However, she said both drugs have tran-
sient effects.

A tip to optimize outcomes with the alpha 
agonists to treat rosacea is to not use the medi-
cines on an as-needed basis, according to Harper.

“When using alpha agonists to help with ery-
thema, it’s important that we don’t just focus on 
using the medication intermittently or using it as a 
cosmetic agent,” she said. “The vasodilation that 
leads to redness in rosacea happens over time. 

To combat this chronic vasodilation, we should 
vasoconstrict daily, not intermittently. Daily use 
of the product may have a bigger impact on pro-
gression of rosacea than we thought previously.” 

DEVICES EXPAND TREATMENT OPTIONS
Anti-inflammatory therapies can help reduce 
perilesional erythema from papules and pus-
tules, and light devices such as pulsed dye 
and potassium titanyl phosphate lasers and 
intense pulsed light are well-established ways 
to effectively remove telangiectasia and reduce 
erythema. 

“If you are not using a laser to treat erythema, 
you should find somebody who does. It can be 
very helpful for people with persistent erythema 
and telangiectasia in rosacea,” Harper said. “Tel-
angiectasia, in particular, is probably not going 
to budge with an alpha agonist because they 
are fixed and don’t have smooth muscle in their 
walls. So often with telangiectasia, you have to 
rely on a laser or light device to treat them.” 

MORE ANSWERS MEAN MORE QUESTIONS
Even with this new recommendation, Gallo 
told Dermatology Times®, discussions on the 
roundtable and writing the paper reminded 
him how much more there is to do and learn 
about rosacea. 

“Much of what we understand about the 
pathophysiology of the disease has focused on 
understanding the telangiectasia and develop-
ment of papules, but we need to learn a lot more 
about why there is the overall field of fixed cen-
tral facial erythema in this disease,” Gallo said. 
“We need to learn what central facial erythema 
really is. Is it vasodilatation? Is it an abnormality 
in the blood vessels? And how much of it is active 
inflammation vs a vasoactive response?”

There is also room for improvement in today’s 
rosacea treatment therapies, according to Gallo. 

“There is not a clear understanding of the 
adrenergic agonist approach that can transiently 
decrease the facial erythema. Does that have 
benefit in inflammation? Are there alternative 
mixed approaches where combination therapies 
may be more effective on facial erythema than we 
know?” he asked. “All those questions remain 
unanswered, I think, in part because there wasn’t 
a focus on understanding that aspect of the phe-
notype. But that is changing.” And, he added, 
there are even more changes ahead. 
Disclosures
Gallo is a cofounder, scientific adviser and consultant and has equity in Matri-
Sys Bioscience and is a consultant for, receives income from, and has equity in 
Sente Inc.

Harper has consulting and/or speaking ties with Almirall, Cutera, BioPharmX, EPI 
Health, Vyne Therapeutics, Galderma, Ortho Dermatologics, Sol-Gel, and Sun 
Pharma.
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Richard Gallo, MD, PhD, and Julie Harper, MD, offer best-practice advice for meeting 
the challenges of rosacea.

Gallo advised:
   Remove triggers when possible. Some of the most common rosacea triggers are 
sun exposure, emotional stress, hot weather, wind, heavy exercise, alcohol con-
sumption, hot baths, cold weather, and spicy foods, according to the National 

Rosacea Society.
   “Prioritize a good history combined with a physical. It can 
make a tremendous difference with the individual,” he said. 
   Develop a patient-centered, individualized treatment 
approach that accounts for that patient’s phenotypes.
   Consider topical approaches as well as tetracycline-based 
drugs to treat papules and pustules.

   Explore adrenergic agonists to treat the erythematous phenotype, 
but keep in mind it is transient. “It would be great to have something 
that worked in a more permanent way,” he said. 

Harper recommended:
   Don’t try to accomplish too much with 1 treatment type.
   Keep in mind the varied pathogenesis and varied clinical picture.

ROSACEA TREATMENT TIPS
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Quick TAKES

skin cancer
The FDA granted sBLA for 
pembrolizumab and set PDUFA 
date for December 4, 2021.

Alrizomadlin received orphan 
drug designation for the treatment 
of stage IIB-IV melanoma.

Nemvaleukin alfa received fast-
track designation for the treatment 
of mucosal melanoma.

Melanoma  
Pipeline Updates
Possible melanoma treatments have had multiple newsworthy 
events since July 2021.

LINDA STOCUM | Assistant Editor

F rom orphan drug designations to bio-
logics license applications (BLAs), 
there’s a lot for dermatologists in the 
melanoma treatment pipeline over the 

coming months.

PEMBROLIZUMAB
Merck & Co, Inc, announced that its phase 3 
KEYNOTE-716 (NCT03553836) trial inves-
tigating pembrolizumab (Keytruda) has met its 
primary end point of recurrence-free survival 
(RFS) for the treatment of patients with surgi-
cally removed stage II melanomas.

Based on those data, the FDA has accepted 
a new supplemental BLA for pembrolizumab to 
treat patients 12 years or older with stage IIB or 
IIC melanoma following removal and has set a 
Prescription Drug User Fee Act (PDUFA) date 
for December 4, 2021.1 

Pembrolizumab is a humanized monoclo-
nal antibody that blocks the interaction between 
an anti-programmed cell death (PD)-1 receptor 
and its ligands, PD-L1 and PD-L2, thus activat-
ing T-lymphocytes, which may affect both tumor 
and healthy cells. 

An analysis of the current data showed that 
treatment with pembrolizumab as a single agent 
demonstrated statistically significant improve-
ment in RFS compared with placebo as adju-
vant therapy for patients. No new safety signals 
were observed.

KEYNOTE-716 is a randomized, 2-part 
trial evaluating the adjuvant treatment of patients 
with completely resected high-risk stage II mel-
anoma. There were 954 patients 12 years and 
older enrolled in the study, and the primary end 
point was RFS. The secondary end points were 
distant metastasis-free survival, overall survival, 
safety, and quality of life.

Part 1 of the study was double blind and the 
adult patients were randomized to be treated with 
either pembrolizumab 200 mg intravenously 
(IV) or placebo by IV every 3 weeks for up to 17 
cycles (1 year). The pediatric patients were rand-
omized to be treated with pembrolizumab 2 mg/
kg with a maximum dose of 200 mg or placebo 
every 3 weeks for up to 17 cycles (1 year).

The second part of the study was an open- 
label trial for adult and pediatric patients who 
were treated with up to 35 cycles, up to 2 years, 
of pembrolizumab. To be eligible for part 2, 
patients had to have recurred after receiving pla-
cebo or completed 17 cycles of pembrolizumab, 
and patients on pembrolizumab must not have 
experienced disease recurrence within 6 months 
of completing treatment. 

“KEYNOTE-716 is the first phase 3 study to 
evaluate adjuvant therapy solely for stage IIB and 
IIC melanoma—an area with high unmet need,” 
said Jason Luke, MD, director, Cancer Immu-
notherapeutics Center at University of Pitts-
burgh Medical Center Hillman Cancer Center 

in Pennsylvania. “By moving immunotherapy 
with Keytruda to earlier stages of melanoma, we 
have the opportunity to reduce the risk of recur-
rence for high-risk stage II patients compared to 
observation alone following complete resection.”

Pembrolizumab has been established as an 
important treatment option for the adjuvant 
treatment of patients with resected stage III mel-
anoma since 2019 and is approved in more than 
90 countries based on results from EORTC 
1325/KEYNOTE-054 (NCT02362594). Also, 
it is approved for treatment of patients with unre-
sectable or metastatic cancer worldwide. KEY-
NOTE-716 contributes to data seen in earlier 
stages of disease in 4 tumor types (melanoma, 
renal cell carcinoma, triple-negative breast can-
cer, and non–muscle-invasive bladder cancer).

“The phase 3 KEYNOTE-716 clinical 
trial results by Merck are very encouraging for 

PIPELINE UPDATES CONTINUES ON PAGE 36�

17.4%
Tumor objective response rate 
in the melanoma cohort for 
alrizomadlin treatment
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skin cancer

 Pipeline Updates FROM PAGE 34

patients with stage IIB or IIC melanoma,” said 
Christopher Bunick, MD, a physician-scientist 
practicing general medical and surgical dermatol-
ogy at Yale University in New Haven, Connect-
icut, and a Dermatology Times® board member. 
“It means that dermatologists and stage II mel-
anoma patients will have a new option for ther-
apy after surgical resection to lengthen recur-
rence-free survival. Cancer patients want a long, 
high-quality life, and pembrolizumab offers 
improvements in this regard for stage IIB or IIC 
melanoma patients.”

NEMVALEUKIN ALFA 
The FDA has given fast-track designation for 
nemvaleukin alfa (ALKS 4230; Alkermes plc), 
an investigational engineered IL-2 variant 
immunotherapy, for the treatment of mucosal 
melanoma.2 This comes after the FDA granted 
orphan drug designation (ODD) to nemvaleu-
kin alfa for the treatment of mucosal melanoma.3

The company was announced4 the start of 
its investigational phase 2 trial, ARTISTRY-6 
(NCT04830124), a global study evaluating the 
antitumor activity, safety, and tolerability of nem-
valeukin alfa monotherapy, intravenously admin-
istered in patients who have mucosal melanoma 
and subcutaneously in patients with advanced 
cutaneous melanoma, who were previously 
treated with an anti–PD-L1 therapy. 

“Nemvaleukin alfa is a very exciting therapy 
because it is molecularly unique. It is a fusion 
protein comprised of modified IL-2 and the 
high-a�  nity IL-2 alpha receptor chain, and its 
mission is to enhance the body’s immune cells 
to target and destroy tumors,” Bunick said. “The 
FDA fast-track designation is particularly promis-
ing for patients with mucosal melanoma, as more 
types of e� ective melanoma therapies are needed 
to improve patient survival.”

ALRIZOMADLIN
The FDA has granted an ODD to alrizomadlin 
(APG-115; Ascentage Pharma), a mouse double 
minute 2 homolog (MDM2)-p53 inhibitor, for 

the treatment of IIB-IV melanoma.5 

This is the fifth ODD granted to alrizom-
adlin, the others being for the treatment of gas-
tric cancer, acute myeloid leukemia, soft tissue 
sarcoma, and retinoblastoma. The FDA grant-
ing the ODD to alrizomadlin quali� es it for tax 
credit on expenditures incurred in clinical stud-
ies, a waiver of the new drug application fee, a 
possible research grant awarded by the FDA, and 
7 years of US market exclusivity upon approval.5

At the virtual 2021 American Society of Clin-
ical Oncology Annual Meeting held June 4 to 8, 
2021, Ascentage Pharma reported results from 
a phase 1/2 trial (NCT03611868) in which alri-
zomadlin was examined in combination with 
pembrolizumab in patients who received a diag-
nosis of metastatic melanoma or advanced solid 
tumors.6

The trial has 2 phases: the dose-escalation 
phase and the dose-expansion phase. In the 
� rst phase, alrizomadlin was given in once-daily 
doses for 2 weeks consecutively that included 
50 mg, 100 mg, 150 mg, to 200 mg. After the 
2 weeks, there was 1 week o�  in a 21-day treat-
ment cycle. This part was to help determine a 
phase 2 dose.7

The dose for the second phase was 150 mg 
once every other day for 2 consecutive weeks 
with 1 week o�  and combined with pembroli-
zumab at 200 mg dose via IV infusion for 30 
minutes on day 1 of a 21-day cycle, according to 
the research article.6 This phase will feature 6 
cohorts: melanoma (n = 26), non–small cell lung 
cancer (NSCLC; n = 23), ataxia telangiectasia 
mutation (n = 9), liposarcoma (n = 14), urothelial 
(n = 9), and malignant peripheral nerve sheath 
tumor (MPNST; n = 3).

To be included in the trial, patients had to be 
18 years or older, have histologically con� rmed 
unresectable or metastatic solid tumors, be resist-
ant to standard of care (SOC) approaches, have 
an ECOG performance status of 0 to 2, and have 
a measurable disease per RECIST v1.1 criteria. 
If patients received a diagnosis of melanoma, 
NSCLC, or urothelial carcinoma, the cancer 

would need to have relapsed or be resistant fol-
lowing PD-1 or PD-L1 inhibitor treatment.7

The results found that in the PD-1/PD-L1 
inhibitor–failed melanoma cohort, there was1 
con� rmed partial response (PR) out of 5 patients 
with uveal melanoma, 2 PRs (1 con� rmed and        
1 uncon� rmed) of 5 patients with mucosal mel-
anoma, and 1 con� rmed PR of 11 patients with 
cutaneous melanoma, according to the results. 
The tumor objective response rate in the mela-
noma cohort was 17.4%, and the disease control 
rate was 60.9%. In the MPNST cohort, 1 of 3 
patients had an uncon� rmed ongoing PR. In the 
NSCLC and urothelial cohorts, each reported 1 
con� rmed PR.

The common treatment related adverse 
events (TRAEs) were nausea (63.1%), throm-
bocytopenia (36.9%), vomiting (33.3%), fatigue 
(31.0%), decreased appetite (27.4%), diar-
rhea (21.4%), neutropenia (15.4%), and anemia 
(11.9%). Grade greater than or equal to 3 TRAEs 
(≥5%) included thrombocytopenia (20.2%), 
neutropenia (14.2%), and anemia (8.3%). The 
3 treatment-related serious AEs were posterior 
reversible encephalopathy syndrome (PRES), 
pyrexia, and asthenia. 

There were 11 patients who discontinued 
treatment because of AEs, of which 5 were treat-
ment related (2 of grade 4 thrombocytopenia, 1 
of grade 2 vomiting, 1 of grade 2 fatigue, and 1 
of grade 2 PRES). 

“It is hard to predict what single agent, if any, 
will be completely e� ective against melanoma,” 
Bunick explained. “The next year or so is likely 
to see results from trials of combinations of these 
newer anti-melanoma medicines with immune 
checkpoint inhibitors or other anticancer drugs. 
It will be interesting to see if a more powerful 
anti-melanoma combination or ‘melanoma cock-
tail’ will emerge from those studies.” 

more ONLINE
Scan for full reference list.

“ It is hard to predict what single agent, if any, will be completely 
effective against melanoma. The next year or so is likely to 
see results from trials of combinations of these newer anti-

melanoma medicines with immune checkpoint inhibitors or other anti-
cancer drugs.” 
Christopher Bunick, MD, a physician-scientist practicing general medical and surgical dermatology at Yale University in New Haven, Connecticut.
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Quick TAKES

antiaging
The Medical Spa Safety Act aims to 
keep medical procedures under the 
supervision of physicians in medical spas.

The ASDSA is pushing for legislation 
that requires physicians to oversee 
all aesthetic procedures.

A growing number of nonphysicians perform cosmetic 
injections, both with and without oversight, but physicians 
still perform 75% to 80% of these procedures.

Study Investigates Who 
Administers Injectables
LINDA STOCUM | Assistant Editor

A recent study of procedures at 492 der-
matology and plastic surgery prac-
tices in United States found that phy-
sicians perform the majority of injec-

tions to relax wrinkles and add volume.1, 2

Data from the research revealed that 18.35% 
of dermatology and 25.4% of plastic surgery prac-
tices allowed nurse practitioners and physician 
assistants to give injectable treatments. This per-
centage includes procedures done both with and 
without oversight of a supervising physician. 

According to the authors, due to the rise in 
demand for minimally invasive cosmetic proce-
dures, there is an increasing number of non-phy-
sicians who can legally perform these procedures, 
enabling practices to o� er more cost-e� ective care. 
However, physicians have a more rigorous and 
longer training, according to the American Soci-
ety for Dermatologic Surgery (ASDS).

“I think patients always 
need to be treated by the per-
son who is most qualified,” 
said Patricia Farris, MD, who 
practices at Sanova Dermatol-
ogy Old Metairie, in Metairie, 
Louisiana, and is a Dermatol-
ogy Times® editorial advisory 

board member. “This ensures not only best results 
but also patient safety.” Farris; Harold J. Brody, 
MD, a dermatologist at Atlanta Dermatology in 
Georgia; and Roy Geronemus, MD, director of 
the Laser & Skin Surgery Center of New York, 
New York, and a Dermatology Times® editorial 
advisory board member, initially published the 
results of their investigation in 2003.3 They sur-

veyed 2400 members of the ASDS in July 2001 
and conducted 8 phone interviews with patients 
who experienced complications from procedures 
performed by a nonphysician. Data showed that 
patient complications arose primarily in treatments 
performed by nonphysicians who performed with 
inadequate or no physician supervision.

“In our practice, we have a physician-only 
model. We do not use extenders for any cosmetic 
procedure,” Geronemus said. “There are many 
reasons for that. Speci� cally, I think it does require 
a skill set that may not be taught to those who are 
not trained the way we are as dermatologists.”

A nonphysician may not be prepared to 
address serious adverse events (SAEs) if they occur 
during treatment, he explained.

“We were surprised to 
see that a signi� cant number 
of practices that use non-phy-
sician injectors could not ver-
ify on-site supervision at all 
times,” said Naomi Lawrence, 
MD, study coauthor, of Der-
matologic and Cosmetic Sur-

gery and Skin Cancer Center at Cooper University 
Health Care in Marlton, New Jersey. 

Geronemus noted additional challenges. “The 
issue one has with extenders is that they’re less 
invested in your practice,” he said. “They’re not 
going to be familiar with your preferences or your 
technique, and many times there’s no oversight.” 
Geronemus continued that this does not mean 
that nonphysicians are not well trained or that they 
are not good at performing the procedures. How-
ever, Geronemus said that in his opinion, compli-

cations are more likely to result from procedures 
performed by nonphysicians. 

State laws differ on whether certain proce-
dures can be done by a nonphysician. The laws 
can de� ne what can be delegated, who can per-
form the practice of medicine, and the impact on 
malpractice insurance coverage, he said.

Some organizations believe there is not enough 
regulation protecting patients. This is why the 
advocacy group American Society for Dermato-
logic Surgery Association (ASDSA) was created. 
The ASDSA is an advocacy group separate from 
the ASDS that promotes patient safety. They sup-
port requiring on-site physicians to supervise all 
non-physician providers. ASDSA also opposes 
decision-making based on � nancial gain, as stated 
in its Physician Oversight in Medical Spas.4 The 
ASDSA has drafted new model legislation, called 
the Medical Spa Safety Act,5 to keep medical pro-
cedures under the supervision of physicians in 
medical spas. The model would require on-site 
supervision of any nonphysician treatment provid-
ers, along with requiring medical directors to have 
training on all procedures being performed. The 
bill also mandates additional education require-
ments, such as training by a vendor or manufac-
turer; noti� cation if a physician is not on site; and 
options for mandatory AE reporting. 

Patricia Farris, MD

more ONLINE
Scan for full reference list.

Roy Geronemus, MD
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hair & scalp
Quick TAKES

Regenerative medicine 
has signifi cant potential if 
used correctly.

A novel biomarker could be used to identify male 
patients at higher risk of increased COVID-19 
disease severity and intensive care unit admission.

PRP and nutraceuticals work 
well for stemming hair loss 
and aiding new hair growth.

H air loss has a lengthening list of complex causes in men and 
women, ranging from genetic predisposition and androgen 
imbalances to physical and mental stress and COVID-19. In 
response, the mechanisms of action and scope of treatment 

options are expanding exponentially. However, not all these therapies 
demonstrate equal e�  cacy and safety, according to panelists presenting 
on full-cycle hair loss management at the Music City SCALE 16th Annual 
Meeting, August 18 to 22, 2021, in Nashville, Tennessee.1 This track out-
lined the treatments that show the most promise, how to select and use 
these options, and how to prepare for further COVID-19–related impact 
on hair loss as the pandemic enters a new phase.

HARNESS REGENERATIVE MEDICINE’S POTENTIAL 
Regenerative medicine has “amazing” untold potential as an emerging 
therapy, said Michael H. Gold, MD, in his presentations on hair loss at the 
SCALE conference.2,3 He is founder of Gold Skin Care Center, Advanced 
Aesthetics Medical Spa, The Laser & Rejuvenation Center, and Tennes-
see Clinical Research Center, all in Nashville. However, he cautioned that 
said potential could dissipate if dermatologists do not do in-depth home-
work. For example, Gold pointed out that platelet-rich plasma (PRP) is 

a huge play in dermatology now. Demonstrated to have 
positive outcomes in other aesthetic rejuvenation proce-
dures, the technique also has been a very e� ective treat-
ment for hair loss, Gold said.

Although an ever-increasing number of companies 
offering PRP kits claim their product to be top-shelf, 
Gold noted that some do not back up their positions with 
peer-reviewed studies, publications, and authenticated 

scienti� c research. The FDA has cracked down on pseudoscience-oriented 
products, but physicians still need to be wary regarding which PRP prod-
ucts they choose, he added. 

“The products we choose need to be backed by sound science, with clin-
ical trials that are best performed by dermatologists and/or medical profes-
sionals in the � eld who specialize in hair and treatments for hair loss,” Gold 
said. “I believe the aesthetic and dermatology companies out there have 
slowly but � nally understood that we as medical professionals demand this 
for our patients.” 

Prescription medications such as � nasteride, nonprescription reme-
dies such as minoxidil, and special diets—including high-dose protein,             
vitamin D (cholecalciferol), biotin, and iron supplements—can be useful 
adjunctive therapies in addressing alopecia, according to Gold. 

Nutraceuticals also have proved their e�  cacy in stemming hair loss and 
helping regrow hair, he said. However, he recommended that physicians 
search for nutraceutical products from reputable companies and use prod-
ucts backed by placebo-controlled clinical trials that include hair counts to 
back their claims.

Additionally, more innovation is on the horizon. In July, the FDA 
cleared an investigational new drug application for Kintor Pharmaceuti-

Although more options are available to address alopecia, 
not all are backed by equally solid science.

ILYA PETROU, MD | Sta�  Correspondent

Game Changers Advance 
Hair Loss Treatment

Michael H. Gold, MD

“Hospitalized patients with COVID-19 presented 
with androgenetic alopecia more frequently than 
expected in an aged-matched control group, and 
the underlying pathology is likely due to androgens.”

Andy Goren, MD, chief medical offi cer at Applied Biology, Inc, 
Irvine, California
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hair & scalp

cals’ novel drug GT20029 for treating androgenetic alopecia and acne sub-
jects. GT20029 is the � rst topical proteolysis targeting chimera compound 
to have globally entered the clinical stage. 

“Hair loss therapy is a booming business today, and for male and female 
patients with most types of alopecia, PRP, nutraceuticals, and other prod-
ucts in the pipeline are giving hope,” Gold said. “If you are going to be in 
the regenerative medicine space—no matter if it’s injectables, topicals, or 
pills—you need to do [your] homework,” Gold said. 

COVID-19 AND HAIR LOSS
“Hospitalized patients with COVID-19 presented 
with androgenetic alopecia more frequently than 
expected in an aged-matched control group, and the 
underlying pathology is likely due to androgens,” said 
Andy Goren, MD, in his presentation on hair loss at 
SCALE.4 Goren is chief medical o�  cer at Applied Biol-
ogy, Inc, in Irvine, California.

“Recent data have shown that patients with higher tissue androgen levels 
are likely to su� er from more severe COVID-19–related symptoms,” accord-
ing to Goren. This discovery has led to clinical trials, both of genetic and 
androgen assessment of COVID-19. Among key factors being studied are 
antiandrogens, speci� cally using androgen deprivation therapeutic drugs 
against COVID-19. “During the � rst wave of COVID-19, men were dispro-
portionately hospitalized compared to women while prepubescent children 
were almost not a� ected,” he said. At that time, he hypothesized that this 
imbalance may implicate androgens.  

Androgens play a pivotal role in hair loss but not in “COVID-19 e�  u-
vium,” which is a stress-induced hair loss. “Stress related to the pandemic 
can cause telogen e�  uvium or COVID-19 e�  uvium, which in all likeli-
hood will reverse itself to normal hair growth once the stress factor is gone,” 
according to Goren.

Closer investigation appeared to suggest a link between androgen 
response and coronavirus. To enter the type II pneumocytes in the lungs, 

SARS-CoV-2 requires an enzyme to cleave the virus, mainly TMPRSS2. 
“The only known promoter of this enzyme in humans is regulated by an 
androgen response element, and this honed our focus on androgens and 
androgen receptors, which is the � rst thing we think of in androgenetic alo-
pecia,” Goren said.

In 2 successive observational studies, Goren and his colleagues found 
that men with COVID-19, who had been hospitalized with the virus, had 
a higher pravalence of androgenetic alopecia than expected in that corre-
sponding patient population.5,6 As a result, baldness was established as an 
increased risk factor for more severe COVID-19 infection. This � nding led 
to the hypothesis that androgen receptor genetics—how androgens are reg-
ulated—might predict risk for COVID-19 severity. 

“From a dermatology perspective, this � nding was incidental and is 
interesting because the connection to baldness and androgenetic state seems 
to impact the severity of COVID-19 disease,” Goren said. “Nevertheless, it 
is not surprising because the in� uenza virus is also thought to be in� uenced 
by androgens. In fact, studies demonstrated that androgens attenuate vac-
cine e�  cacy. So, it’s not just COVID-19.”

In a retrospective analysis, researchers then began working with the dual 
5α-reductase inhibitor dutasteride for potential COVID-19 treatment and 
studied the medication’s e� ect in a cohort of dermatology patients who were 
taking the drug for more than 6 months—imparting a protective e� ect—
compared with patients who were not on the drug. 

Following positive results from the analysis, the researchers then turned 
to using the drug in patients who were hospitalized for COVID-19 and tak-
ing androgen deprivation therapy, which o� ers a more potent and faster-act-
ing means to reduce androgens in the body. 

Proxalutamide (Kintor Pharmaceuticals), a second-generation andro-
gen receptor antagonist, as well as HC-1119 (Hinova Pharmaceuticals), an 
androgen receptor inhibitor, used in COVID-19 patients are currently in 
phase 3 trials (NCT04728802 and NCT04986176, respectively). If they 
gain regulatory approval, these drugs could represent a completely new ther-
apy for COVID-19 infection, according to Goren.

As a result of Goren’s research, he recommended that patients experi-
encing hair loss speak with a dermatologist, as this could be a sign that they 
may be at higher risk for COVID-19 severity. Additionally, he said, a multi-
disciplinary approach would be the best route for optimal patient care. 
Disclosures
Gold reported no relevant fi nancial disclosures. Goren reported that Applied Biology received a research grant from Kintor Phar-
maceuticals and Hinova Pharmaceuticals.
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Video: Nutraceuticals Show 
Promise for Female Hair Growth
Glynis Ablon, MD, FAAD, discusses her research 
on nutraceuticals for hair growth in midlife. 

Scan to watch the video online.
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FDA Issues  
JAK Inhibitor Warnings
Black box warning comes amid FDA review of the agents.

MORGAN PETRONELLI | Associate Editor

F ollowing the completion of its safety 
review of tofacitinib (Xeljanz, Xel-
janz XR; Pfizer), a Janus kinase (JAK) 
inhibitor approved for the treatment 

of arthritis and ulcerative colitis, the FDA has 
determined there is an increased risk of serious 
heart-related events such as heart attack or stroke, 
blood clots, cancer, and death associated with the 
medications.1 

This decision happened at the conclusion of 
the FDA’s safety review of a trial comparing tofac-
itinib to tumor necrosis factor (TNF) blockers in 
patients with rheumatoid arthritis. Results of the 
trial demonstrated an increased risk of blood clots 
and death with the lower dose of tofacitinib. Previ-
ously, an FDA Drug Safety Communication from 
July 26, 2019, reported an increased risk of blood 
clots and death seen at the higher dose based upon 
earlier results from this safety trial.2

Now, the regulatory agency is requiring revi-
sions to the boxed warning for tofacitinib, baric-
itinib (Olumiant; Eli Lilly and Company), and upa-
dacitinib (Rinvoq; AbbVie) to include information 
about the risks of serious heart-related events, can-
cer, blood clots, and death. Additionally, the FDA 
is now limiting all approved uses to certain patients 
who have not responded to or cannot tolerate 1 or 
more TNF blockers.

The FDA decided to require new, updated 
warnings for 2 other arthritis medicines in the 
same drug class, baricitinib and upadacitinib, 
because the drugs are not being studied in large 
safety trials, like the one for tofacitinib, so the 
risks have not been fully evaluated. Since baric-
itinib and upadacitinib share the same mech-
anisms of action with tofacitinib, these medi-
cines might have similar risks to those seen in 
the safety trial for tofacitinib, according to an 
FDA news release.

Zoe Diana Draelos, MD, consulting profes-
sor of dermatology at Duke University School of 

Medicine, Durham, North Carolina, and chief 
medical editor of Dermatology Times®, said black 
box warnings have been a part of JAK inhibitors’ 
story for a “very long time.” She added that she took 
part in the initial trials studying JAK inhibitors as a 
treatment for psoriasis, and there was concern with 
the elevation in serum lipids and the predisposition 
for cardiac disease. 

“I think JAK inhibitors hold a lot of promise 
in dermatology,” she said. “They’re a wonderful 
non- steroidal anti-inflammatory with  far-reaching 
therapeutic implications. I think it is important to 
understand that medicines are inherently not safe. 
If they were completely safe, they would be over-
the-counter drugs and not require the guidance 
of a physician for administration. So, I think  you 
must weigh the benefit, burden of disease, and side 
effects associated with the drug.”

Aside from being approved to treat arthritis, 
baricitinib and upadacitinib are currently on hold 
for approval from the FDA for the treatment of 
atopic dermatitis. 

The FDA suggests physicians consider the 
risks and benefits for individual patients before 
beginning or continuing treatment with tofacitinib, 
baricitinib, or upadacitinib.

“This is particularly the case in patients who 
are current or past smokers, those with other cardi-
ovascular risk factors, those who develop a malig-
nancy, and those with a known malignancy other 
than a successfully treated nonmelanoma skin can-
cer,” the regulatory agency states. “Reserve these 
medicines for patients who have had an inadequate 
response or intolerance to 1 or more TNF block-
ers. Counsel patients about the benefits and risks 
of these medicines and advise them to seek emer-
gency medical attention if they experience signs and 
symptoms of a heart attack, stroke, or blood clot.”

Ruxolitinib (Jakafi; Incyte) and fedratinib 
(Inrebic; Bristol Myers Squibb), 2 other JAK inhib-
itors, are not included in the prescribing informa-

tion update requirements as they are not indicated 
for the treatment of arthritis and other inflamma-
tory conditions.

“If FDA becomes aware of any additional safety 
information or data that warrants updates to the 
prescribing information for these medicines, we 
may take further action and will alert the public,” 
the FDA stated.

Draelos said that JAK inhibitors will revolution-
ize dermatologic treatment for patients who have 
lived with chronic skin disease for many years. “I 
think they offer tremendous benefits for enhanced 
patient outcomes,” she said. “And if they’re not 
approved, an important area of research that has 
far-reaching implications in many medical condi-
tions will be shuttered.”

Despite JAK inhibitor potential, Draelos 
explained physicians will need to properly educate 
themselves on the drug class in order to use these 
types of medications for their patients effectively. 

“I think the physician will need to educate 
themselves on each of the various flavors of each 
of the different JAK inhibitors,” Draelos said. 
“They’re not all the same. I think that the expec-
tations of the patient should be that they’ll receive 
excellent treatment, and I believe they will, as 
they’re highly effective. We do know that the  
[adverse] effects to some extent are dose depend-
ent, so the physician will need to keep that in mind 
as well.”  
Disclosure
Draelos has been a researcher for Pfizer, AbbVie, Incyte, and BMS.
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A safety review from the FDA found 
increased risk for heart-related events, 
cancer, and death with JAK inhibitors.

Experts recommend physicians 
educate themselves on the drug 
class and its adverse effects.

The FDA issued a black 
box warning for 3 JAK 
inhibitor medications.
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CHERYL GUTTMAN KRADER, BS PHARM | Sta�  Correspondent

Patients with skin conditions may be more likely to contract the 
disease but less likely to become severely ill.

Connecting Skin 
Diseases and COVID-19

P atients with skin diseases appear to be 
at increased risk for COVID-19 but at 
decreased risk for requiring mechani-
cal ventilation if they acquire the infec-

tion, according to results from a recently pub-
lished genetic epidemiology study.1

Findings from additional genomic studies con-
ducted by the same investigators provide a starting 
point for future research to understand risk factors 
for infection and its course. 

Matthew Patrick,  
PhD, MEng, a research 
invest igator in the 
Department of Derma-
tology at the University 
of Michigan, Ann Arbor, 
is lead author of the pub-
lished paper, which was 
guided and supported 
by senior author Lam C. 
Tsoi, PhD, assistant pro-
fessor of dermatology 
and computational med-
icine and bioinformatics 
at the University of Mich-
igan, Ann Arbor.

Patrick told Der-
matology Times® that 
his interest in studying 
associations between 
COVID-19 and skin 
conditions was initially 
stimulated by reports 
describing skin manifes-

tations accompanied by lymphocytic in� ltration in 
COVID-19 patients. At that time, there was little 
known about whether having any skin conditions 
a� ected susceptibility to COVID-19. However, 
medical comorbidities that are common in patients 
with various in� ammatory skin diseases, includ-
ing diabetes, chronic kidney disease, and cardio-
vascular disease, were recognized as risk factors 

for COVID-19, and there were reports that cer-
tain respiratory tract and systemic infections occur 
more often among patients with in� ammatory skin 
diseases.

“The results of our study have no immediate 
clinical implications, and they need to be repli-
cated in other genetic and epidemiological stud-
ies,” Patrick said. “However, they have raised some 
interesting ideas about pathophysiologic mecha-
nisms for COVID-19 risk and severity that could 
be further explored in animal models.”

The epidemiology of COVID-19 among 
patients with inf lammatory skin diseases was 
investigated using the Michigan Medicine data-
base to identify individuals who had an encounter 
with the health system between January 1, 2019, 
and June 20, 2020.  Data on race, age, sex, body 
mass index, socioeconomic status, and 24 disease 
conditions representing both systemic and skin 
diagnoses were extracted. 

The risks of COVID-19 and need for mechani-
cal ventilation for COVID-19 supportive care were 
determined using logistic regression with correct-
ing for multiple testing, conditioning on all covar-
iates, and applying each of the comorbidities by 
itself. The analyses included data for 435,019 
patients, of whom 1115 (0.26%) had COVID-

19. Within the latter cohort, 150 patients (13.5%) 
required mechanical ventilation.

A statistically significant increased risk of 
COVID-19 of about 50% was found for each of 
the following skin conditions: acne, burn injury, 
psoriasis, and atopic dermatitis. In addition, cuta-
neous lupus was associated with a nominally 
significant increased risk of COVID-19 (67%;                                 
P  =  .038). When all patients with any in� amma-
tory skin disease were considered together, they 
had a 59% signi� cantly increased risk of COVID-
19, and there was a 55% signi� cantly increased risk 
for the cohort of patients with any skin disease. 

No signi� cant associations were found between 
treatment with any of 31 immunosuppressant 
agents and COVID-19 risk, although a relationship 
between IL-17–targeted biologics and increased 
risk for COVID-19 was close to nominal signi� -
cance. Additional analyses corroborated previous 
reports showing an increased risk for COVID-19 
in individuals with chronic kidney disease, diabe-
tes, coronary artery disease, chronic obstructive 
pulmonary disease, asthma, and hypertension. 

The analyses of risk for requiring mechani-
cal ventilation among patients with COVID-19 
found that having a skin condition had a greater 
impact than any other of the tested comorbidities, 

“The results of our study have no immediate clinical implications, 
and they need to be replicated in other genetic and epidemiological 
studies. However, they have raised some interesting ideas about 
pathophysiologic mechanisms for COVID-19 risk and severity that 
could be further explored in animal models.”

Matthew Patrick, PhD, MEng, a research investigator in the Department of Dermatology at the 
University of Michigan 
Ann Arbor, Michigan

Quick TAKES

No signifi cant 
relationship was 
found between 
COVID-19 risk and 31 
immunosuppressive 
medications.

The defective skin 
barrier of patients 
with certain skin 
conditions may 
make them more 
susceptible to 
contracting COVID-19.

Risk factor analyses 
showed a stronger 
correlation between 
COVID-19 patients’ 
need for mechanical 
ventilation and a 
skin disease than 
any other studied 
health conditions. 
However, the effect 
was a reduced risk 
of requiring such 
treatment.
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although in contrast to all other signi� cant comor-
bidities, the e� ect of having a skin condition was 
to reduce the risk. For patients with any skin con-
dition, the risk of requiring mechanical ventilation 
decreased 78%, whereas those in the subgroup of 
patients with an in� ammatory skin disease were 
84% less likely to need mechanical ventilation. 
No signi� cant associations were found between 
mortality and having a skin condition or in� am-
matory skin disease, but there were few deaths 
among patients with COVID-19 and a skin con-
dition. Therefore, Patrick and colleagues pointed 
out that the study may have been underpowered 
to detect statistical signi� cance.

GENOMIC STUDIES
Shared mechanisms between skin conditions and 
COVID-19 infection were explored by compar-
ing transcriptomic expression data from 9 skin 
conditions and from bronchial epithelial cell lines 
infected with the causative virus for COVID-19. 
Genes showing increased expression in both the 
skin conditions and in the infected bronchial 
cells included those involved in epidermal dif-
ferentiation and in the IL-17 signaling pathway 
that is involved in in� ammatory responses. Com-
parisons of data from a previous study of genet-
ics in a sample including over 11,000 patients 
with data from the COVID-19 Host Genetics 
Initiative2 meta-analysis also identi� ed a shared 
genome-wide signi� cant locus in the epidermal 
di� erentiation complex. 

FITTING THE PIECES TOGETHER
Applying the � ndings from the genomic study 
to the associations that were identi� ed between 
COVID-19 risk and skin diseases in the epi-
demiological study, the researchers postulated 
that a defective epidermal barrier in the setting 
of certain skin conditions may enable entry of 
the SARS-CoV-2 virus through the respiratory 
epithelium or allow for a reservoir of virus to 

develop in the skin. At the same time, however, 
these patients’ characteristic immune response 
would limit the severity of COVID-19. 
References
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The literature and research on the effect of COVID-
19 on various skin diseases continues to grow, said                         
Matthew Patrick, PhD, MEng, a research investigator 
in the Department of Dermatology at the University of 
Michigan, Ann Arbor. 

He recommends 3 sources for additional reading:

LEARN more

   The International Psoriasis Council compiled an exten-
sive list of sessions that explored the asso-
ciation between COVID-19 and psoriasis 
highlighted in presentations at the 2021 
American Academy of Dermatology.

   This genome-wide association study of nearly 50,000 
patients in 46 countries aimed to identify host-specif-
ic genetic factors that may reveal bio-
logical mechanisms of therapeutic rel-
evance and clarify causal relationships 
of modifi able environmental risk factors 
for SARS-CoV-2 infection and outcomes. 

   The National Psoriasis Foundation has 
provided guidelines on vaccination. 
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FDA Announces 
Action on Sunscreens

There will be a 45-day period for the FDA to 
consider comments submitted before issuing 
a revised fi nal order.

Proposed changes include updating the label 
to have the most pertinent product information 
up front, making it easier for consumers to read.

The FDA believes that most sunscreens will 
still meet the proposed standards because 
they are like pre-CARES Act protocols.

Label revisions and updates would make information easier for 
consumers to understand. 
LINDA STOCUM | Assistant Editor

T he FDA took its first steps geared 
toward improving the quality, safety, 
and e�  cacy of sunscreens as a part 
of its implementation of new author-

ities for certain over-the-counter (OTC) drugs, 
according to a recent press release.1  

Currently, the new authorities keep the mar-
keting conditions for these sunscreens the same, 
but the FDA did propose revisions and updates 
to the requirements related to the maximum sun 
protection factor (SPF) values, active ingredients, 
broad spectrum requirements, and product labe-
ling, among other changes.  

Janet Woodcock, MD, acting FDA commis-
sioner, Washington, DC, stated that sun safety 
is important for all people, and Americans can 
reduce sun exposure risk by using sun protection 
such as broad-spectrum sunscreens with SPF val-
ues of at least 15.  

“Today’s activities represent a key milestone 
in our implementation of transformative new 
authorities related to OTC drugs that will allow 
us to continue ensuring that sunscreens are safe 
and e� ective for frequent, lifelong use and provide 
consumers with the protection they expect from 
these products,” Woodcock said. “We are com-
mitted to using our new authorities to help mean-
ingfully advance innovative, safe, and e� ective 
options for consumers and secure a robust OTC 
marketplace.” 

The 2020 Coronavirus Aid, Relief, and Eco-
nomic Security (CARES) Act reformed the way 
unapproved applications for sunscreens are mar-
keted in the US by deeming a � nal order for sun-
screens. Requirements of this act, alongside the 
� nal order, set the current requirements for mar-
keting OTC sunscreen products. The deemed 
� nal order includes requirements on active ingre-
dients from the 1999 � nal monograph regulation 
for OTC sunscreen products; however, the mon-
ograph did not ever take e� ect, along with labe-

ling and e� ectiveness requirements from a 2011 
labeling and e� ectiveness testing rule. 

It’s important to note that the CARES Act did 
not change the scienti� c standards for determin-
ing whether a sunscreen may be legally marketed 
without an approved application. OTC orders 
establish conditions under which the FDA per-
mits certain OTC drugs to be marketed without 
approved new drug applications because they 
are generally recognized as safe and effective 
(GRASE), so long as they comply with all other 
applicable requirements, according to the release. 

The press release explained that the deemed 
final order preserves the pre-CARES act sta-
tus quo condition for these sunscreens, making 
sunscreens marketed according to nearly identi-
cal terms described in an FDA enforcement dis-
cretion policy. The FDA thus believes most sun-
screens currently on the market follow the order, 
which will remain in e� ect until the FDA issues 
additional � nal orders to revise it.  

The CARES Act did require the FDA to issue 
a proposed revised order by September 27, 2021, 
and the administration has made the order avail-
able. It used the order to transition the ongoing 
consideration of the requirements for OTC sun-
screens marketing without approved applications 
from past rulemaking processes to this current 
order process.  

“The provisions in today’s proposed order 
are therefore substantively the same as those 
described in the FDA’s 2019 proposed rule on 
sunscreens and are aimed at bringing sunscreens 
that are marketed without FDA approved appli-
cations up-to-date with the latest science to bet-
ter ensure consumers have access to safe and e� ec-
tive sunscreen products,” according to the press 
release.  

The order proposes to update the GRASE 
status for the 16 active ingredients listed in the 
deemed � nal order. Also, dosage forms that are 

considered GRASE for use as sunscreens include 
oils, lotions, creams, gels, butters, pastes, oint-
ments, and sticks. Additionally, GRASE status for 
spray sunscreens—subject to testing—and labe-
ling requirements were proposed. 

The order’s proposals on SPF and broad spec-
trum were created to con� rm that the public has 
access to sunscreens with proper UV-A protec-
tion, as a growing number of research has linked 
UVA exposure to skin cancers. The label of the 
products was also proposed to change, to help 
make it easier for consumers to see important 
product information.  

Christopher Bunick, MD, associate professor 
of dermatology, Yale University and Dermatology 
Times® editorial advisory board member, com-
mented on the FDA’s proposed changes.  

“It is encouraging to dermatologists and our 
patients that the FDA is taking steps toward 
improving sunscreen quality by addressing 
issues such as active ingredients, product labe-
ling, and SPF and broad-spectrum testing pro-
cedures,” Bunick said. “This is a step in the cor-
rect direction, and I hope the FDA will continue 
to do more with sunscreen safety in the future, 
especially regarding the more recent data show-
ing batch contaminations, chemical breakdown of 
certain ingredients, and blood absorption.” 

There will be a 45-day public comment 
period during which the FDA will consider com-
ments before issuing a revised � nal order. The 
agency will consider all comments submitted to 
the 2019 proposed rule constructively submitted 
to the proposed order, according to the release. 

The CARES Act does specify that the e� ec-
tive date for the revised � nal order cannot be ear-
lier than 1 year after its issuance. 
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Visit dermatologyfoundation.org for health and safety updates, and to register.
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Expert Services for:
Buying or Selling a Practice
Practice Appraisal
Practice Financing
Partner Buy-in or Buy-out

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation
(800) 416-2055

www.TransitionConsultants.com

Reach your  
target audience. 

Our audience.
Contact me today 
to place your ad.

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

MARKETPLACEFLORIDA

Blue Ocean Dermatology, 
committed to high-

quality customer care 
and preventative health 

treatment, is seeking a full-
time BC/BE Dermatologist in 

Volusia County, FL.

This position offers 
a competitive salary, 
generous leave and 

benefi ts package, and 
$5,000 relocation bonus. 

Please submit all inquiries 
and your CV to: amy@

blueoceandermatology.com

PENNSYLVANIA

Successful cosmetic plastic surgery, dermatology practice is 
seeking BC/BE dermatologist to join our practice in Eastern 

Pennsylvania. Flexible hours as position can either be full time 
or part time.   Our practice includes four plastic surgeons, 

1 dermatologist, 1 physician assistant, 1 nurse practitioner, 
1 nurse injector, and 2 licensed aestheticians. Currently our 

Plastic practice is 75% cosmetic. 

Compensation includes a base salary plus an incentive bonus 
based on productivity. In addition, we offer a comprehensive 
benefi ts package. The Company benefi t package includes 

malpractice insurance, health, dental and vision insurance., 
vacation, conference allowance and organization dues.  

We are in located in Allentown, PA.  Our region offers a 
wide array of excellent schools and universities, and a vast 

metropolitan culture.  We are located within sixty-minutes to 
downtown Philadelphia and ninety minutes to New York City.   

 Please send cover letter and CV to 
mstubbmann@asasurgery.com

PRACTICE FOR SALE

PRACTICE FOR SALE

Lucrative Mohs and Dermatology practice in north Texas. 
Seller retiring soon. 
No private equities.

Thedermpractice@gmail.com

Reach practicing dermatologists.
Contact me to place your ad.
JOANNA SHIPPOLI • ADVERTISING 
(440) 891-2615 • jshippoli@mjhlifesciences.com
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PRACTICE FOR SALE

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.

Call 561-464-5472 or visit

theIDadvantage.com

DISCOVER OPTIONS FOR

SELLING YOUR PRACTICE

Patient 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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Reach your  
target audience. 

Our 
audience.
Contact me today 
to place your ad.

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