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High-risk cSCC
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FEATURING
Optimize Use of Off-label 
Biologics, New Medications 
Experts offer a how-to guide at the 
American Academy of Dermatology 
2022 Annual Meeting. 

Aesthetics in Skin of Color 
Learn tips to master cosmetic 
procedures for darker phototypes.

NICHOLAS BROWNSTONE, MD | Staff Correspondent

Shared decision-making is integral 
to effective treatment planning.

C ancer staging, appropriate imaging, and treat-
ment/follow-up are the keystones to deliver-
ing the best care for high-risk patients with 
cutaneous squamous cell carcinoma 

(cSCC), according to Mariam Totonchy, MD, an 
assistant clinical instructor in the Department of 
Dermatology at the University of Washington 
School of Medicine in Seattle.

Fillers can’t change the bone structure 
of a patient, therefore the focus of an aesthetic 
procedure should be on the highlighted feature.

Fillers can’t change the bone structure 
of a patient, therefore the focus of an aesthetic 

  Watch for more tips online today! 

PIGMENTARY DISORDERS
JAK inhibitors and IL-15 and CXCL10 block-
ades could change the treatment landscape.

New treatment options may tackle 
antibiotic resistance issues.

ACNE
Delve into updates on 
dietary triggers.

ATOPIC DERMATITIS
Research revisits carvedilol’s role 
in treating this skin disease.

ROSACEA

HIGH-RISAK cSCCCONTINUES ON PAGE36
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DermatologyTimes® is guided by a core group of trusted 
physician experts who review meetings, suggest topics and 
sources, and conduct interviews. 

Zoe Diana Draelos, MD
Durham, North Carolina

Chief
M E DIC A L
E DI T OR

Engage Patients in the 
Skin Cancer Fight
WOULD YOUR PATIENTS RECOGNIZE the warn-
ing signs of skin cancer? Do they take sun pro-
tection seriously? Do they still ignore cautions 
about the dangers of tanning beds? 

Filling the knowledge gap for those who do 
not know the fundamentals about this wide-
spread disease is vital. As Skin Cancer Aware-
ness Month, May is the ideal opportunity to bring 
this issue front and center—especially at a time 
when this awareness literally could save lives. 

As noted by the Skin Cancer Foundation (SCF), 
a strategic partner with Dermatology Times®, a 
matter of days can make a critical difference 
in survival rates.1 The special report on page 40 
points out that the risk of death in stage I mela-
noma cases is 5% higher 31 to 59 days after biop-
sy than within the first 30 days. 

Patients also must know they can take charge 
of their outcomes. For example, if detected 
early, melanoma has a 99% 5-year survival rate, 
according to the SCF. However, for cases that go 
untreated and allow the disease to metastasize to                                                                                                
various organs, the odds sink dramatically to 30%. 

Dermatologists can tap a wide range of resourc-
es to increase patients’ skin cancer IQ and involve 
them in the fight against this devastating disease. 
For ideas, check out skincancer.org, aad.org, 
CDC.gov, skincancerprevention.org, cancer.
org, and melanomafoundation.com. 

The need for patient education extends to all 
facets of dermatology. Informing people who 

suffer with skin disorders about their options and 
involving them in care planning has never been 
more essential to patient care than it is today. 

Discussing the risks and rewards of new drugs 
is becoming a bigger part of the consultation 
conversation. After slowing to a trickle during 
the height of the pandemic, the FDA’s approv-
al pipeline is flowing robustly. Without a long 
track record, these new medications often raise 
questions and concerns among patients, many 
of whom may have failed traditional therapies. 

Dermatology Times® keeps physicians ahead of 
that learning curve both with cutting-edge top-
ics covered at conferences, such as the recent 
2022 American Academy of Dermatology Annual 
Meeting sessions, and information from the 18th 
Annual Skin of Color Society Scientific Symposi-
um covered throughout this issue. For ongoing 
updates on new drug applications and track-
ing, scan the QR code below. 
MIKE HENNESSY JR IS THE PRESIDENT AND 

CEO OF MJH LIFE SCIENCES®

Reference
Skincancer facts & statistics. Skin Cancer Foundation. Updated January 2022. 
Accessed April 13, 2022. https://www.skincancer.org/skin-cancer-information/
skin-cancer-facts/

more ONLINE
Scan for more information.
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An IL-23 inhibitor for adults with moderate to severe 
plaque psoriasis (Ps) and for adults with active psoriatic arthritis (PsA)1

Nothing less than the opportunity 
to reach for their treatment goals. 

For your patients, 
that’s everything.

plaque psoriasis (Ps) and for adults with active psoriatic arthritis (PsA)plaque psoriasis (Ps) and for adults with active psoriatic arthritis (PsA)11

NOTHING ISNOTHING ISNOTHING IS
EVERYTHINGEVERYTHING

SKYRIZI GIVES YOUR PATIENTS THE OPPORTUNITY FOR...

KEEPsAKE-1 & 2 STUDY DESIGN1 

KEEPsAKE-1 and KEEPsAKE-2 were phase 3, multicenter, 
randomized, double-blind, placebo-controlled studies designed 
to evaluate the safety and e   cacy of SKYRIZI in adults 
with active PsA. KEEPsAKE-1 included patients who had an 
inadequate response or intolerance to at least 1 DMARD. 
KEEPsAKE-2 included patients who had an inadequate 
response or intolerance to biologic therapy and/or DMARDs. 
Patients were randomized to SKYRIZI 150 mg or placebo 
followed by SKYRIZI 150 mg at Week 28.

UltIMMa-1 & 2 STUDY DESIGN1,3 
UltIMMa-1 (N=506) and ultIMMa-2 (N=491) were replicate 
phase 3, randomized, double-blind, placebo- and active-
controlled studies to evaluate the e   cacy and safety of SKYRIZI 
(150 mg) vs placebo over 16 weeks and biologic active control 
over 52 weeks in adult patients with moderate to severe plaque 
psoriasis. SKYRIZI (150 mg) was given as 2 subcutaneous 
injections at Weeks 0, 4, and 16, and every 12 weeks thereafter. 
Co-primary endpoints were PASI 90 and sPGA 0/1 vs placebo in 
each study (assessed by non-responder imputation).

Safety data up to ~7 years in Ps clinical trials. Safety profi le observed in PsA is generally consistent to Ps.1,2

DURABLE,
RAPID & CLEAR SKIN

POWERFUL JOINT 
SYMPTOM RELIEF

IN 4 INJECTIONS
A YEAR

In Ps, most patients achieved 
co-primary endpoints of 
PASI 90 and sPGA 0/1 at Week 
16, including response 4 weeks 
after 1st dose. Most patients 
who achieved PASI 90 at Week 
16 maintained it at Week 52. 
PASI 100 was achieved by many 
patients at Week 16 and by a 
majority at Week 52.1

In PsA, a majority of patients 
achieved the primary endpoint 
of ACR20 at Week 24, 
experiencing improvement 
in joint symptoms including 
patient-reported pain data.1

Reliable quarterly dosing 
after 2 initiation doses at 
Weeks 0 and 4 (150 mg/dose) 
for Ps and PsA.1

EVERYTHINGEVERYTHING

SKYRIZI GIVES YOUR PATIENTS THE OPPORTUNITY FOR...

NOW
APPROVED FOR
Adults with Active
 Psoriatic Arthritis1

INDICATIONS1

Plaque Psoriasis: SKYRIZI is indicated for the treatment 
of moderate to severe plaque psoriasis in adults who are 
candidates for systemic therapy or phototherapy.
Psoriatic Arthritis: SKYRIZI is indicated for the treatment 
of active psoriatic arthritis in adults.

Important Safety Information1

Hypersensitivity Reactions
SKYRIZI® (risankizumab-rzaa) is contraindicated in patients 
with a history of serious hypersensitivity reaction to 
risankizumab-rzaa or any of the excipients. Serious 
hypersensitivity reactions, including anaphylaxis, have 
been reported with the use of SKYRIZI. If a serious 
hypersensitivity reaction occurs, discontinue SKYRIZI 
and initiate appropriate therapy immediately.
Infection
SKYRIZI may increase the risk of infection. Do not initiate 
treatment with SKYRIZI in patients with a clinically 
important active infection until it resolves or is 
adequately treated.
In patients with a chronic infection or a history of recurrent 
infection, consider the risks and benefi ts prior to 
prescribing SKYRIZI. Instruct patients to seek medical advice 
if signs or symptoms of clinically important infection occur. 

If a patient develops such an infection or is not responding to 
standard therapy, closely monitor and discontinue SKYRIZI until 
the infection resolves.
Tuberculosis (TB)
Prior to initiating treatment with SKYRIZI, evaluate for TB infection 
and consider treatment in patients with latent or active TB for whom 
an adequate course of treatment cannot be confi rmed. Monitor 
patients for signs and symptoms of active TB during and after 
SKYRIZI treatment. Do not administer SKYRIZI to patients with 
active TB.
Administration of Vaccines
Avoid use of live vaccines in patients treated with SKYRIZI. 
Medications that interact with the immune system may increase 
the risk of infection following administration of live vaccines. Prior 
to initiating SKYRIZI, complete all age appropriate vaccinations 
according to current immunization guidelines.
Adverse Reactions
Most common (≥1%) adverse reactions associated with SKYRIZI 
include upper respiratory infections, headache, fatigue, injection site 
reactions, and tinea infections.
In psoriatic arthritis phase 3 trials, the incidence of hepatic events 
was higher with SKYRIZI compared to placebo.
SKYRIZI is available in a 150 mg/mL prefi lled syringe and pen.
Please see the Brief Summary of the Full Prescribing Information 
on the following page.

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Gordon KB, Blauvelt A, Bachelez H, et al. Long-term safety of risankizumab in patients with moderate-to-severe 
plaque psoriasis: integrated analysis of clinical study data. Poster presented at: 30th European Academy of Dermatology and Venereology Congress; September 29-October 2, 2021; virtual. 
3. Gordon KB, Strober B, Lebwohl M, et al. E�  cacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from two double-blind, 
randomised, placebo-controlled and ustekinumab-controlled phase 3 trials. Lancet. 2018;392(10148):650-661.

©2022 AbbVie Inc. North Chicago, IL 60064 US-SKZD-220026 January 2022 Printed in U.S.A.

Learn more by visiting www.SkyriziHCP.com/dermatology 
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DO NOT RE-SIZE

SKYRIZI® (sky-RIZZ-ee) (risankizumab-rzaa) injection, for subcutaneous use
150 mg/mL single-dose pen and prefilled syringe

PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE
Plaque Psoriasis
SKYRIZI® is indicated for the treatment of moderate-to-severe plaque psoriasis in adults who are candidates 
for systemic therapy or phototherapy. 
Psoriatic Arthritis
SKYRIZI is indicated for the treatment of active psoriatic arthritis in adults.

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

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

Adverse Drug Reactions
SKYRIZI 
N = 1306 

n (%)

Placebo 
N = 300 

n (%)

Upper respiratory infectionsa 170 (13.0) 29 (9.7)

Headacheb 46 (3.5) 6 (2.0) 

Fatiguec 33 (2.5) 3 (1.0)

Injection site reactionsd 19 (1.5) 3 (1.0)

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

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

Safety Through Week 52
Through Week 52, no new adverse reactions were identified, and the rates of the adverse reactions were 
similar to those observed during the first 16 weeks of treatment. During this period, serious infections that led 
to study discontinuation included pneumonia. 
Psoriatic Arthritis
The overall safety profile observed in subjects with psoriatic arthritis treated with SKYRIZI is generally 
consistent with the safety profile in subjects with plaque psoriasis. Additionally, in the Phase 3 placebo-
controlled trials the incidence of hepatic events was higher in the SKYRIZI group (5.4%, 16.7 events per 100 
patient years) compared to the placebo group (3.9%, 12.6 events per 100 patient years). Of these, the most 
common events that were reported more frequently in both the placebo group and the SKYRIZI group were ALT 
increased (placebo: n=12 (1.7%); SKYRIZI: n=16 (2.3%)), AST increased (placebo: n=9 (1.3%); SKYRIZI: n=13 
(1.8%)), and GGT increased (placebo: n=5 (0.7%); SKYRIZI: n=8 (1.1%)). There were no serious hepatic events 
reported. The incidence of hypersensitivity reactions was higher in the SKYRIZI group (n=16, 2.3%) compared 
to the placebo group (n=9, 1.3%). In the Phase 3 placebo-controlled trials, hypersensitivity reactions reported 
at a higher rate in the SKYRIZI group included rash (placebo: n=4 (0.6%); SKYRIZI: n=5 (0.7%), allergic rhinitis 
(placebo: n=1 (0.1%); SKYRIZI: n=2 (0.3%), and facial swelling (placebo: n=0 (0.0%); SKYRIZI n=1 (0.1%). One 
case of anaphylaxis was reported in a subject who received SKYRIZI in the Phase 2 clinical trial.
Immunogenicity
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is 
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay 
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies in the studies described below with the incidence 
of antibodies in other studies or to other products, including other risankizumab products, may be misleading. 
Plaque Psoriasis
By Week 52, approximately 24% (263/1079) of subjects treated with SKYRIZI at the recommended dose 
developed antibodies to risankizumab-rzaa. Of the subjects who developed antibodies to risankizumab-
rzaa, approximately 57% (14% of all subjects treated with SKYRIZI) had antibodies that were classified as 
neutralizing. Higher antibody titers in approximately 1% of subjects treated with SKYRIZI were associated with 
lower risankizumab-rzaa concentrations and reduced clinical response. 
Psoriatic Arthritis
By Week 28, approximately 12.1% (79/652) of subjects treated with SKYRIZI at the recommended dose 
developed antibodies to risankizumab-rzaa. None of the subjects who developed antibodies to risankizumab-
rzaa had antibodies that were classified as neutralizing. Antibodies to risankizumab-rzaa were not associated 
with changes in clinical response for psoriatic arthritis. A higher proportion of subjects with anti-drug 
antibodies experienced hypersensitivity reactions (6.3% (5/79)) and injection site reactions (2.5% (2/79)) 
compared to subjects without anti-drug antibodies (3.8% (22/574) with hypersensitivity reactions and 0.7% 
(4/574) with injection site reactions).  None of these hypersensitivity and injection site reactions led to 
discontinuation of risankizumab-rzaa.
Postmarketing Experience
The following adverse reactions have been reported during post-approval of SKYRIZI. 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 SKYRIZI exposure:
• Skin and subcutaneous tissue disorders: eczema and rash

USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors outcomes in women with plaque psoriasis who become 
pregnant while treated with SKYRIZI. Patients should be encouraged to enroll by calling 1-877-302-2161.
Risk Summary
Available data with SKYRIZI use in pregnant women are insufficient to evaluate a drug-associated risk of major 
birth defects, miscarriage, or adverse maternal or fetal outcome. Human IgG is known to cross the placental 
barrier; therefore, SKYRIZI may be transmitted from the mother to the developing fetus. 
In an enhanced pre- and post-natal developmental toxicity study, pregnant cynomolgus monkeys were 
administered subcutaneous doses of 5 and 50 mg/kg risankizumab-rzaa once weekly during the period 
of organogenesis up to parturition. At the 50 mg/kg dose [20 times the maximum recommended human 
dose (MRHD); 2.5 mg/kg based on administration of a 150 mg dose to a 60 kg individual], increased fetal/
infant loss was noted in pregnant monkeys (see Data). No risankizumab-rzaa-related effects on functional or 
immunological development were observed in infant monkeys from birth through 6 months of age. The clinical 
significance of these findings for humans is unknown. 
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The background risk 
of major birth defects and miscarriage for the indicated population is unknown. In the U.S. general population, 
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 
2% to 4% and 15% to 20%, respectively. 
Data
Animal Data
An enhanced pre- and post-natal developmental toxicity study was conducted in cynomolgus monkeys. 
Pregnant cynomolgus monkeys were administered weekly subcutaneous doses of risankizumab-rzaa of 
5 or 50 mg/kg from gestation day 20 to parturition, and the cynomolgus monkeys (mother and infants) 
were monitored for 6 months after delivery. No maternal toxicity was noted in this study. There were no 
treatment-related effects on growth and development, malformations, developmental immunotoxicology, 
or neurobehavioral development. However, a dose-dependent increase in fetal/infant loss was noted in 
the risankizumab-rzaa-treated groups (32% and 43% in the 5 mg/kg and 50 mg/kg groups, respectively) 
compared with the vehicle control group (19%). The increased fetal/infant loss in the 50 mg/kg group was 
considered to be related to risankizumab-rzaa treatment. The no observed adverse effect level (NOAEL) for 
maternal toxicity was identified as 50 mg/kg (20 times the MRHD, based on mg/kg comparison) and the 
NOAEL for developmental toxicity was identified as 5 mg/kg (2 times the MRHD, based on mg/kg comparison). 
In the infants, mean serum concentrations increased in a dose-dependent manner and were approximately 
17%-86% of the respective maternal concentrations. Following delivery, most adult female cynomolgus 
monkeys and all infants from the risankizumab-rzaa-treated groups had measurable serum concentrations 
of risankizumab-rzaa up to 91 days postpartum. Serum concentrations were below detectable levels at 180 
days postpartum. 
Lactation
Risk Summary
There are no data on the presence of risankizumab-rzaa in human milk, the effects on the breastfed infant, 
or the effects on milk production. Maternal IgG is known to be present in human milk. The developmental and 
health benefits of breastfeeding should be considered along with the mother’s clinical need for SKYRIZI and 
any potential adverse effects on the breastfed infant from SKYRIZI or from the underlying maternal condition. 

Pediatric Use
The safety and efficacy of SKYRIZI in pediatric patients younger than 18 years of age have not yet been 
established. 
Geriatric Use
Of the 2234 subjects with plaque psoriasis exposed to SKYRIZI, 243 subjects were 65 years or older and 24 
subjects were 75 years or older. No overall differences in risankizumab-rzaa exposure, safety or effectiveness 
were observed between older and younger subjects who received SKYRIZI. However, the number of subjects 
aged 65 years and older was not sufficient to determine whether they respond differently from younger 
subjects. 

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

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

Manufactured by: 
AbbVie Inc. 
North Chicago, IL 60064, USA 
US License Number 1889 
SKYRIZI® is a registered trademark of AbbVie Biotechnology Ltd. 
© 2019-2022 AbbVie Inc. 
Ref: 20070928  Revised: January, 2022
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legal eagle

CME Credits, Drug Companies, 
and Freedom of Speech

BY DAVID J. GOLDBERG, MD, JD

Goldberg is medical director of Skin Laser and Surgery Specialists of New York and New Jersey; director of cosmetic dermatology and clinical 
research at Schweiger Dermatology Group in New York, New York; and clinical professor of dermatology and past director of Mohs Surgery and 
Laser Research at the Icahn School of Medicine at Mount Sinai in New York City.

At the meeting, the drug company provides 
JAMA Dermatology articles documenting the 
o� -label use of one of its prescription pharma-
ceutical agents. You read the article, obtain your 
credits, and begin prescribing the o� -label med-
ication. Is the drug company in violation of FDA 
rulings? Are your actions acceptable? 

The FDA derives its authority to regulate 
various aspects of the pharmaceutical industry 
from the Food, Drug, and Cosmetic Act of 1938, 
section 301 of title 21 of the US Code. To distrib-
ute a prescription drug in interstate commerce, 
the manufacturer is required to demonstrate that 
the drug is both safe and e� ective for each of its 
intended uses. 

As part of the approval process, the FDA also 
reviews the proposed labeling, which includes all 
claims about the drug’s risks and bene� ts. Labe-
ling is a term of art that encompasses all written, 
printed, and graphic materials that are upon any 
drug or any of its containers or wrappers or that 
accompany the drug. 

The most obvious form of labeling is the 
package insert, but the term also has been con-
strued to include nearly every form of drug com-
pany promotional activity, including booklets, 
mailing pieces, bulletins, and all literature that 
supplements, explains, or is textually related to 
the product. The FDA will approve the com-
pany’s new drug application only if the labeling 
conforms to the approved uses.

Physicians are not held to the same stand-
ard as the manufacturers. Once a drug has 
been FDA approved for marketing for any use, 
the actual prescription choices are left to the 
physician’s discretion. Dermatologists’ abil-
ity to prescribe o�  label is not in dispute and is 
appropriate in the context of the physician-pa-
tient relationship.  

Because o� -label uses are presently an 
accepted aspect of a dermatologist’s prescribing 
regimen, the open dissemination of scienti� c and 
medical information regarding these treatments 
is of great import. The FDA acknowledges that 
physicians need reliable and up-to-date infor-
mation concerning o� -label uses and recognizes 
that the varied sources include CME lectures 
and seminars. The FDA speci� cally recognizes 
that the need for reliable data is particularly acute 
in the o� -label treatment arena because the pri-
mary source of information usually available to 
physicians—the FDA-approved label—is absent.   

In 1996, the FDA issued a set of guidelines 
concerning the distribution of enduring mate-
rials, which include textbook excerpts and arti-
cle reprints from medical and scienti� c journals. 
These guidelines restrict manufacturer distribu-
tion of enduring materials when the publications 
address o� -label uses for the company’s previ-
ously approved products. 

However, 20 years ago, a challenge to the 
guidelines was initiated by the Washington 
Legal Foundation (WLF), a nonpro� t public 
interest law and policy center that defends the 
rights of individuals and businesses to go about 

their a� airs without undue in� uence from gov-
ernment regulators. 

In Washington Legal Foundation v Fried-
man—the defendants were Michael A. Fried-
man, who was acting commissioner of the 
FDA, and Donna Shalala, then-secretary of 
the US Department of Health and Human Ser-
vices—WLF contended that journal articles, 
as scienti� c and academic speech, are entitled 
to the highest level of First Amendment free 
speech protection, so there should be no FDA 
restrictions on their dissemination. However, 
the FDA claimed that journal articles represent 
commercial speech, which is not as strictly pro-
tected by the First Amendment as noncommer-
cial speech is. 

The US District Court for the District of 
Columbia, in analyzing the litigation, noted that 
the distribution of enduring materials and spon-
sorship of CME seminars does constitute free 
speech and therefore is entitled to First Amend-
ment protection. 

The court evaluated whether the FDA’s 
ban on the manufacturer’s distribution of o� -la-
bel peer-reviewed articles was appropriate. The 
court regarded the absolute ban to be more 
restrictive than necessary. All that should be 
required is “full, complete, and unambiguous 
disclosure by the manufacturer,” the court wrote.

Such disclosure—advising physicians that 
the FDA has not approved a particular use of the 
drug—avoids dissemination of any potentially 
misleading information. This requirement still 
would lead manufacturers to seek FDA labeling 
approval to allow broader distribution of the cur-
rently o� -label drug. The court noted that in the 
balancing act between free speech and restriction 
of First Amendment rights, it is always better to 
allow free speech. 

The court would have no di�  culty with the 
distribution of o� -label journal articles as long 
as the drug manufacturer provides full disclo-
sure. Finally, dermatologists are not in violation 
of FDA statutes for prescribing the o� -label use 
of prescription drugs. 

You are a member of your local dermatologic society and attend monthly meetings 
to obtain continuing medical education (CME) credits. To cover the meeting costs 
and encourage attendance, the society holds these events, which are fi nanced by 
a prominent drug company. The food is excellent, and the lecture is stimulating.

“Dermatologists are not 
in violation of FDA 
statutes for 
prescribing the 
off-label use 
of prescription drugs.”
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cosmetic conundrums

New Cosmeceutical Ingredients
BY ZOE DIANA DRAELOS, MD

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

Q What is bakuchiol?
Bakuchiol is a new cosmeceutical antiaging 
ingredient with purported retinoid e� ects. 
It is used in place of retinol to provide a reti-
noidlike e� ect without the retinoid irritation. 
Many of the retinoid products that claim to be 
“appropriate for sensitive skin” now contain 
bakuchiol. This meroterpene phenol is abun-
dant in the seeds and leaves of the Psoralea 
corylifolia plant. Bakuchiol originates in India, 
where it is used as a spice called babchi. It 
is purported to possess anti-in� ammatory, 
antioxidant, antiandrogen, and antibacterial 
properties. It has no structural resemblance 
to retinoids but appears to function like ret-
inol. In a DNA microarray study, bakuchiol 
upregulated collagen types I and IV; how-
ever, much of the research on this ingredi-
ent comes from a single laboratory with a pro-
prietary interest in the product. This reti-
noidlike ingredient is used in many antiaging 
moisturizer formulations that makers claim 
will reduce the appearance of � ne lines and 
improve skin texture.

Q What is tranexamic acid?
Trans-4-(aminomethyl)cyclohexane carbox-
ylic acid (tranexamic acid) is the newest top-
ical agent for pigment lightening; it is said by 
many to be the safe alternative to hydroqui-
none. Since the OTC monograph system was 
recently completely revised, 2% hydroqui-
none is no longer allowed in the OTC mar-
ket, which creates a need for new skin-light-

ening ingredients. Hydroquinone was e� ec-
tive partly due to its possible melanotoxicity, 
which is why it was targeted for removal from 
the OTC market. Tranexamic acid already 
has an established drug pro� le and is avail-
able in oral form as a prescription anti� bri-
nolytic drug to treat heavy menstrual bleed-
ing by improving blood clotting. It is a syn-
thetic lysine derivative that inhibits plasmin-
ogen activator, thereby inhibiting the conver-
sion of plasminogen to plasmin. This lowers 
arachidonic acid levels and, consequently, 
prostaglandin levels, which in turn lessens 
melanocyte tyrosinase activity and skin pig-
mentation. In addition, tranexamic acid 
reduces tyrosinase-related proteins (TRP1 
and TRP2).

Tranexamic acid has been administered 
orally, intravenously, intradermally, and top-
ically for pigmentation disorders. Orally, the 
drug is given in the dose of 250 mg twice daily 
for 3 months to lighten skin, but tranexamic 
acid is not FDA approved for this indication. 
It has been administered with microneedling 
intradermally, but this is also an o� -label indi-
cation. Finally, tranexamic acid is showing up 
in many topical cosmeceutical formulations 
designed to lighten pigmentation. Medical lit-
erature from India and the Middle East is full 
of reports of success in treating postin� am-
matory hyperpigmentation and melasma with 
topical tranexamic acid, but properly pow-
ered, well-controlled studies are still lacking. 
Nevertheless, cosmetic companies are quickly 
reformulating their hydroquinone skin-light-
ening products and replacing hydroquinone 

with tranexamic acid and other skin-lighten-
ing ingredients such as niacinamide and lic-
orice extract (Glycyrrhiza glabra).

Q What is ergothioneine?
Ergothioneine is a naturally occurring amino 
acid and one of the newest cosmeceutical anti-
oxidant ingredients. L-ergothioneine is a 
highly e� ective low-molecular-weight antioxi-
dant that, in the diet, is found through mush-
rooms. It accumulates in human cells that are 
subjected to high levels of oxidative damage 
from reactive oxygen species such as the pro-
teins, lipids, and DNA in keratinocytes. Fur-
ther, L-ergothioneine may promote DNA 
repair. Its protective function is possible only 
in cells that express the L-ergothioneine-spe-
ci� c receptor/transporter OCTN1. Thus, 
L-ergothioneine and its receptor/transporter 
are a crucial part of the skin’s antioxidant 
defenses. It might also be important in the 
protection of mitochondrial DNA from reac-
tive oxygen species generated by the electron 
transport chain, making it a systemic antioxi-
dant, as well.

In the prestige market, ergothioneine is 
� nding its way into a variety of topical mois-
turizer formulations with purported antiag-
ing bene� ts. Previously, the ingredient was 
too expensive for use in the mass market, but a 
decrease in expense has resulted in increased 
use. Ergothionine is also being used to reduce 
skin irritation in a variety of formulations 
because antioxidants are by de� nition also 
anti-in� ammatory. 

“ Medical literature from India and the Middle East is full of reports 
of success in treating postinfl ammatory hyperpigmentation and 
melasma with topical tranexamic acid, but properly powered, well-
controlled studies are still lacking.”

DermatologyTimes®MAY 2022

8



Raising the bar in cancer care, together. 
At GenesisCare, your patients with skin cancer gain access to a global network in cancer care. 
That means thousands of the world’s top cancer minds collaborating with you, giving your patients 
local access to the most advanced radiation oncology treatment options that deliver the best 
possible life outcomes. 

What we offer:

 • Immediate appointments
 • Individualized treatment plans for patients
 • Skilled symptom management nursing team for care both during and after treatment
 • Multiple locations, so patients can remain close to home 
 •  Experienced clinicians specializing in the simultaneous treatment of locally advanced  

non-melanoma skin cancer and extensive surrounding areas of diffuse, hyperkeratotic  
pre-cancerous lesions.

For locations and practice contact  
information, scan the QR code.  

For more information, visit  
genesiscare.com/us/physician-hub/home  
or contact physiciansupport@usa.genesiscare.com.



fi nance & practice management

Evaluating Job Opportunities: 
Financial Factors to Consider

BY DAVID B. MANDELL, JD, MBA; AND JASON M. O’DELL, MS, CWM

Mandell is an attorney and founder of the wealth management � rm OJM Group in Cincinnati, Ohio, where O’Dell is the manag-
ing partner and a � nancial adviser. 

P hysician turnover was already at a high 
level before 2020, according to various 
reports, and the COVID-19 pandemic 
only exacerbated the issue.1 Dermatol-

ogists are not immune to this trend.
Many factors might motivate dermatolo-

gists at all levels of experience to seek a change in 
employment. Although considerations such as 
family circumstances, location, and practice con-
ditions can play a role in a doctor’s decision to 
change jobs, dissatisfaction with their � nancial 
situation is often one of the biggest contributors. 

With so many elements involved, how does 
a doctor determine when the numbers work? 
OJM Group suggested a simple method that der-
matologists can use to � nancially model their net 
worth in prospective job opportunities. Drill-
ing down, there are secondary � nancial factors 
to consider, including state tax rates and bene-
� t plans. Implementing these tactics will ena-
ble physicians to more accurately understand 
job opportunities; make better choices; and, ulti-
mately, be happier at their new job and less likely 
to leave once they accept it. 

MONEY ISN’T EVERYTHING, 
BUT IT MATTERS
A job’s � nancial situation is not everything. Like 
many Americans, some dermatologists will grav-
itate toward the highest-paying opportunity, only 
to realize after a few years that a situation with 
a more desirable lifestyle balance or more suit-
able location would have been the better � t. It is 
important to focus on the big picture during a 
career search. 

Often, physicians leave a practice because 
their income expectations di� er from reality. 
This situation is often worsened by complex 
compensation formulas, overhead expenses, and 
partnership costs in some practices in the health 
care system. 

A TOOL EVERY 
DERMATOLOGIST SHOULD USE
In the business world, � nancial modeling 
involves creating a spreadsheet that summa-

rizes a company’s or project’s expenses and earn-
ings and can be used to calculate the impact of a 
future event or decision. Executives frequently 
use these tools to guide decisions and estimate 
stock prices, relying on the current value of 
future cash � ow. Despite these seemingly com-
plex uses, the process is relatively straightfor-
ward and may be of value to physicians, who are 
executives of a sort for their own careers, in their 
job decision-making. 

At its core, � nancial modeling employs a sim-
ple sensitivity analysis. Similar to methods used 
by professional analysts, this process � nancially 
simulates various what-if scenarios. Financial 
modeling simpli� es the complex compensation 
arrangements often seen in physician employ-
ment and identi� es large discrepancies in com-
pensation or risk early in a doctor’s job search. 

A spreadsheet program such as Microsoft 
Excel o� ers an e� ective tool for developing a 
� nancial model. The spreadsheet should have a 
row for each job opportunity, with columns for 
each � nancial factor (salary, range of likely pro-
ductivity bonuses, reimbursement for continuing 
education, etc) in each year of employment.

A partnership buy-in amount should also 
be included in the year it is expected. That � g-

ure is a negative income number because cash 
� ow from that year (or over a few years) would 
be used for the buy-in. Ideally, compared with 
a nonpartnership employed position, a partner-
ship’s higher income and practice pro� tabil-
ity over future years will more than make up the 
buy-in’s cost.

Another signi� cant buy-in-early/pay-o� -later 
scenario to model might be an ancillary project 
such as practice real estate, a surgery center, or a 
medical spa. Ancillaries are often very pro� table 
and can make a signi� cant di� erence in a physi-
cian’s overall compensation. 

SECONDARY FINANCIAL FACTORS
Taxes
The impact of state and local taxes should not be 
ignored. State income tax rates vary widely, from 
0% in Florida, New Hampshire, Nevada, Texas, 
and other states to more than 12% in New York, 
when state and city taxes are combined, and 13% 
in California. 

Consider 2 positions with identical income 
prospects in the � nancial model: One is located 
in California; the other, in nearby Nevada. Given 
the di� erence in state taxes, the bottom-line dif-
ference for the physician could be in 6 � gures—
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every year! Compounded with even a conserva-
tive growth rate, this could mean millions of dol-
lars of di� erence over a career.

Benefit Plans
Proper use of bene� t plans can be signi� cant 
for reaching long-term � nancial and retirement 
goals. A discussion of quali� ed retirement plans, 
and nonquali� ed plans goes beyond the scope 
of this article; for a detailed assessment, see the 
Finance & Practice Management article in the 
April 2022 issue. 

All potential jobs are not equal in terms of the 
quantity and quality of bene� t plans. Moreover, the 
plans’ long-term � nancial bene� ts can be substan-
tial, allowing the dermatologist who has access to 
superior plans a more comfortable or earlier retire-
ment. Physicians looking at di� erent jobs should 
examine and understand the bene� t plans and 
attempt to quantify the long-term value of each.

CONCLUSION
Whether they are seeking a � rst job or a mid-
career change, physicians often lack a compre-
hensive understanding of the potential income 
and bene� ts o� ered by a prospective employer. 
Although � nancial factors should never be the 
top consideration in a career decision, unrealized 
expectations can lead to discontent and, eventu-
ally, turnover. 

Financial modeling can help dermatologists 
simplify the complex compensation arrange-
ments often seen in physician contracts. Analyz-
ing secondary � nancial elements, such as local 
taxes and available bene� t plans, is worth the 
time and e� ort. 
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Get an A in Aesthetics
LINDA STOCUM | Associate Editor

Can health care providers win the burnout battle? Is the dermatology world stuck 
in the past regarding skin-care ingredients? Will combination therapies improve 
outcomes for patients with BRAF-mutant metastatic melanoma? Dermatology 
Times® and its sister publications tackle these issues and more online on MJH Life 
Sciences®’ 24-hour Medical World News® (MWN) network.  

MWN is a platform where expert opinions and physician insights mix to bring 
the health care profession together in an innovative way. Check it out to take a 
deep dive into research, get a second opinion on complex cases, or go behind 
the science of game-changing breakthroughs. Listen in as colleagues reveal their 
after-hours talents, how they take charge of their own well-being, and what’s top of 
mind regarding their practices.  

Keep current on what is happening in the specialty—and throughout the medi-
cal industry—in interviews like these contributed to MWN by Dermatology Times®.

WELLBEING CHECKUP: BURNOUT MANAGEMENT FOR NURSES
The COVID-19 pandemic has led to extreme fatigue and stress among health 
care providers, including nurse practitioners (NPs). Acute care NP April Kapu, 
DNP, APRN, ACNP-BC, FAANP, FCCM, FAAN, associate dean of clinical and            

community partnerships at Vanderbilt Univer-
sity School of Nursing, Nashville, Tennessee, 
and president of the American Association of 
Nurse Practitioners, discusses the future of 
the NP workforce amid health care staffing 
burnout. She offers suggestions on self-
care, noting that it can be as simple as lis-
tening to your body. Exhausted? Take 
steps and set boundaries to get more 
sleep—and get back to 100%. 

DEEP DIVE: WHAT’S NEXT FOR 
TREATING BRAF-MUTANT 
METASTATIC MELANOMA?
Ahead of a presentation during the 
18th Annual International Symposi-
um on Melanoma and Other Cutane-
ous Malignancies®, Michael A. Pos-
tow, MD, chief of the melanoma ser-
vice at Memorial Sloan Kettering 
Cancer Center in New York, New 
York, details recent advances in treat-
ment for patients with metastatic melanoma. The medical oncologist pro-
vides an update on survival rates, discusses how to improve those numbers, 
and offers a glimpse of novel combination therapies showing promise in 
BRAF-mutant disease.

INSIDE THE PRACTICE: TRANSITIONING FROM 
TRADITIONAL DERMATOLOGY TO AESTHETIC PROCEDURES
Ellen Marmur, MD, discusses the history of fillers at her practice, Marmur Medi-
cal, and how her love for traditional dermatology and helping patients with chal-
lenging skin disorders grew into a passion for aesthetics. The New York, New 
York–based dermatologic surgeon shares her tops tips on how to match fill-
ers with patients’ aesthetic aims, determine pricing for procedures, and guide 
patients toward more realistic goals for their facial structure. Marmur also 
touches on combination treatments and discusses ingredients that were once 
deemed “supereffective” but have not been put to the (clinical) test in years. 
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 WHAT’S NEXT FOR 

York, details recent advances in treat-
ment for patients with metastatic melanoma. The medical oncologist pro-
vides an update on survival rates, discusses how to improve those numbers, 

“I think there is a lot of mythology [regarding skin care 
ingredients] that has been perpetuated by our specialty, 
and the telephone of old beliefs needs to stop.” 
Ellen Marmur, MD, New York, New York
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR

Discover more at OpzeluraHCP.com

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 
infl ammatory conditions are at risk for developing 
serious infections that may lead to hospitalization or 
death. Reported infections include:

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

•  Invasive fungal infections, including 
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 benefi ts and risks of treatment prior to initiating 
OPZELURA in patients with chronic or recurrent 
infection. Closely monitor patients for the development 
of signs and symptoms of infection during and after 
treatment with OPZELURA.

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

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

Please see additional Important Safety Information 
on following page. 

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

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

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

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

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

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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 

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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Wilmington, DE 19803
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Adverse reactions that occurred in Trials 1 and 2 in < 1% of subjects in the OPZELURA 
group and none in the vehicle group were: neutropenia, allergic conjunctivitis, pyrexia, 
seasonal allergy, herpes zoster, otitis externa, Staphylococcal infection, and  
acneiform dermatitis. 

DRUG INTERACTIONS 

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

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

USE IN SPECIFIC POPULATIONS

Pregnancy 

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

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

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

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

Lactation

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

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

Pediatric Use: The safety and effectiveness of OPZELURA for the topical treatment  
of atopic dermatitis have been established in pediatric patients aged 12 to 17 years  
of age with mild-to-moderate atopic dermatitis. Use of OPZELURA in this age group  
is supported by evidence from Trials 1 and 2 which included 92 subjects aged 12 to  
17 years. No clinically meaningful differences in safety or effectiveness were observed 
between adult and pediatric subjects. The safety and effectiveness of OPZELURA  
in pediatric patients younger than 12 years of age have not been established.

Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats 
resulted in effects on growth and bone measures. When administered starting at 
postnatal day 7 (the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, 
evidence of fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight 
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SERIOUS INFECTIONS (continued)

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

MORTALITY

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

MALIGNANCIES

Lymphoma and other malignancies have been 
observed in patients treated with Janus kinase 
inhibitors for infl ammatory 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 infl ammatory conditions. Consider 
the benefi ts and risks for the individual patient prior 
to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past 
smokers and patients with other cardiovascular 
risk factors. Patients should be informed about the 
symptoms of serious cardiovascular events and the 
steps to take if 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 infl ammatory 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 benefi ts and risks for individual patients 
who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC 
monitoring as clinically indicated. If signs and/or 
symptoms of clinically signifi cant thrombocytopenia, 
anemia, and neutropenia occur, patients should 
discontinue OPZELURA. 

Lipid Elevations

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

Adverse Reactions

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, including Boxed Warning, 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 
infl ammatory conditions. 

MALIGNANCIES

Lymphoma and other malignancies have been 
observed in patients treated with Janus kinase 
inhibitors for infl ammatory 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 infl ammatory conditions. Consider 
the benefi ts and risks for the individual patient prior 
to initiating or continuing therapy with OPZELURA, 
particularly in patients who are current or past 
smokers and patients with other cardiovascular 
risk factors. Patients should be informed about the 
symptoms of serious cardiovascular events and the 
steps to take if 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 infl ammatory 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 benefi ts and risks for individual patients 
who have a known history of these events prior to 
initiating therapy with OPZELURA. Perform CBC 
monitoring as clinically indicated. If signs and/or 
symptoms of clinically signifi cant thrombocytopenia, 
anemia, and neutropenia occur, patients should 
discontinue OPZELURA. 

Lipid Elevations

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

Adverse Reactions

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, including Boxed Warning, on 
following pages.

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

IMPORTANT SAFETY INFORMATION for 
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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].
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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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1. Proprietary Candela survey conducted by Wizer via Nielsen’s online physicians panel, 2015.
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acne & rosacea
Quick TAKES

A dermatoscope and palpation 
can help diagnose acne.

Aftercare is important following 
peels and laser/light treatments.

Think past just the bumps—acne sequelae are key for diagnosis 
in patients of color and may top their list of cosmetic concerns.

T hanks to more than 3 decades of 
robust growth, the body of literature 
on acne in skin of color has defined 
many of the obvious and subtle var-

iations of this skin disorder in Fitzpatrick IV, 
V, and VI skin types and explored theories on 
treatments from physicians around the world. 
In this exclusive interview with Dermatology 
Times®, Adebola Dele-Michael, MD, medi-
cal director of Radiant Skin Dermatology and 
Laser and an assistant professor of dermatology 
at Mount Sinai, both in New York, New York, 
shared recommendations for putting basics and 
breakthroughs to work to help patients of color 
safely achieve and maintain clear skin. 

The basics of diagnosis: Look for comedones.
The deep dive: “Diagnosing acne in skin of color 
can be tricky. It is not just about comedones,” 
Dele-Michael said. “The dermatologist has to 
be aware that the sequelae of acne, such as post-
inf lammatory hyperpigmentation [PIH] and 
keloids or hypertrophic scarring, can distinguish 
acne on darker skin types.”

Because not all patients of color present 
with bumps, exams are more complex. “If the 

patient is wearing makeup, have them remove it,” 
Dele-Michael advised. “Then proceed with the 
exam. A dermatoscope can be helpful in identi-
fying the difference between an open comedone, 
which is a blackhead, and an acne scar because 

it reveals more about the skin structure than 
the naked eye can see. The physician also has 
to feel the skin to discover any lesions beneath 
the surface. It is especially important to palpate 
the affected area when the patient has nodulo-

A clinician updates the conventional wisdom on acne’s variations in patients of color, 
offering pearls from her practice and practical takeaways from recent research.

MARY SCOVIAK | Managing Editor

Cut the Learning 
Curve for Acne in 
Skin of Color

MANAGE LIFESTYLE ISSUES 
IN ACNE CARE PLANS
Addressing the underlying physical causes of acne and 
treating key issues for patients of color—discoloration, 
hyperpigmentation, and hypopigmentation—and mini-
mizing scarring are essential aspects of any care plan, 
but lifestyle and psychological factors need to be consid-
ered, according to dermatologist Adebola Dele-Michael, 
MD. Her talking points include the following:

   How much stress is the patient experiencing? “With 
all the pressures people are under, this is a big con-
tributor to acne,” she said.
   What are the staples in the patient’s diet? “Hor-
monal acne is on the rise in people of color,” she 
said. “I’m not claiming that any one diet will elimi-
nate acne, but we do know that the very high sugar 
intake in some people’s diets can lead to insulin 
resistance, which can affect their hormone profile. 

That, in turn, can cause a form of polycystic ovar-
ian syndrome, which is associated with insulin 
resistance. If a patient’s acne is driven by what they 
eat, it can be difficult to get hormonal acne under 
control unless they’re willing to change their diet 
dramatically.”
   How much does acne affect the patient’s quality of 
life? “This is important to ask,” she noted. “On the indi-
ces, the patient’s case may be mild, but for that per-
son, it could seem severe. My practice is in Manhat-
tan. I have a lot of patients who are actors. For them, 
having 1 acne cyst on their face may seem severe. 
Meanwhile, a teenager may not be really bothered by 
flares because most of their classmates have acne as 
well. When we’re coming up with our treatment regi-
men, understanding how that person experiences 
acne can really help treat them correctly. I may actu-
ally upgrade patients from mild to severe because of 
the weight of their perception.”
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acne & rosacea

cystic acne to make sure there are no keloids on 
top of nodules or cysts. Examining skin texture 
is important to avoid misdiagnosis with rosacea. 
Skin that has more sebaceous activity looks like 
an orange peel, and that can clue you in to the fact 
that there is underlying inflammation. Then, of 
course, the dermatologist needs to look for exco-
riation and cavitation. If they find a divot in the 
skin, they need to determine whether it is the 
result of a blemish or acne scarring and whether 
there has been loss in the dermis.”

Dele-Michael advised adding drill-down 
questions to the standard patient history to aid 
diagnosis for Fitzpatrick IV, V, and VI skin types. 
“For some very dark skin, it is hard to pick up 
on blushing and, even if that’s possible, to distin-
guish among blushing, redness, and background 
erythema,” she noted. “I ask my patients whether 
their cheeks feel very warm in certain circum-
stances, whether flares correlate with their men-
strual cycle, and whether lesions are painful.”

The basics of treatment: Clear the lesions.
The deep dive: Recent study results showed that 
patients of color often rank PIH, discoloration, 
and scarring as their top concerns regarding acne 
treatment rather than just eliminating “bumps.”1 

“Most of my patients are bothered most by dis-
coloration, blemishes, or the PIH that results 
from acne,” Dele-Michael said. “If I just focus 
on clearing the lesions, I may not be meeting 
patients’ expectations.” Because acne can have 
long-term effects such as discoloration, keloid for-
mation, and scarring, Dele-Michael urged der-
matologists to be aggressive in treatment choices 
for patients of color.

“Consider oral medications such as isotreti-
noin—as long as the patient is not pregnant or 
planning on starting a family soon—spironolac-
tone, doxycycline, and minocycline,” she said.2 
“The goal is to curb the disease before scarring 
develops and before complications relating to 
PIH become more established and more chal-
lenging and expensive to treat.” 

Once the oral regimen is completed, she sug-
gested continuing the patient on topicals paired 
with “a very light peel.” “Peels can help address 
discoloration, but here is where you do not want 
to be aggressive. You don’t want to go too deeply 
into the skin,” she said. She prefers peels with 
lactic acid: “In these cases, those with salicylic 
acid can be a little too ‘spicy.’ I’m also combin-
ing chemical peels with new products such as 
Cyspera [Scientis], which addresses discolora-
tion and hyperpigmentation without corticos-

teroids, retinoic acid, and hydroquinone. This 
combination approach helps shorten the treat-
ment course.”

The basics: Lasers are useful to treat scarring.
The deep dive: “Lasers and energy devices have 
really changed the way I treat my patients with 
acne and acne scarring,” Dele-Michael said. 
She noted that in addition to a growing menu 
of lasers that safely treat skin of color, technol-
ogies such as radiofrequency devices combined 
with microneedling can provide options for treat-
ing scarring and PIH. Some that she has used to 
help restore collagen and elastin around scarring 
“without complications of discoloration” and 
that caused little or no thermal damage include 
Morpheus8 (InMode), which uses 4 different 
microneedling tips to penetrate up to 8 mm, and 
Genius (Lutronic), which has presets for all skin 
types and multiple body areas. 

“As for lasers, sometimes I will use a Q [qual-
ity]–switched laser, which is something that can 
help with pigmentation and discoloration on skin 
of color. Generally, dermatologists should be 
looking for a laser treatment—perhaps a micro-
second laser such as Neo Elite [Aerolase], which 
helps us stimulate collagen safely in skin of color 
and, for my patients, also works to treat acne and 
correct acne scarring.”

Aftercare plays a big role in the success of 
chemical peels or light/energy treatments. It all 
comes down to hydration. “Currently, I’m get-
ting good outcomes with CO2Lift [Lumisque] 
masks based on carboxytherapy [carbon diox-
ide therapy] that help bring more oxygen to the 
face and seal in hydration. They’ve been reduc-
ing treatment and recovery time for my patients,” 
she said. 

For at-home use, in addition to her propri-
etary product, she recommends products such 
as those from La Roche-Posay, CeraVe (L’Oréal 
Groupe), and Neutrogena (Johnson & John-
son). “I advise patients to stay away from prod-
ucts that have benzoyl peroxide or salicylic acid 
for home use because sometimes they can be a 
bit too much. They can actually damage the skin 
microbiome,” she said. 
References
1  Callender VD. Management of acne in skin of color patients. Presented at: Fall 

Clinical Dermatology Conference; October 21-24, 2021; Las Vegas, NV.

2  Draghici CC, Miulescu RG, Petca RC, Petca A, DumitraŞcu MC, Şandru F. Terato-
genic effect of isotretinoin in both fertile females and males (review). Exp Ther 
Med. 2021;21(5):534. doi:10.3892/etm.2021.9966

ADD THIS QUESTION TO 
STANDARD HISTORIES 
FOR PATIENTS OF COLOR
“I want to know the vitamin D intake of my patients of 
color,” Adebola Dele-Michael, MD, said. “I especially 
want to look at the results of the 25-hydroxy vitamin D 
test to get an accurate profile of any deficiency.”

Why?
   The darker the skin, the higher the risk of defi-
ciency: “Vitamin D is connected with autoimmun-
ity, and patients may develop autoimmune dis-
eases if their vitamin D levels are low. Since the 
start of the pandemic, there’s been a very high risk 
and very high rate of incidence of people walking 
around with single-digit vitamin D levels, which is 
actually dangerous.” 
   Vitamin D levels of less than 30 nmol/L, Dele-Mi-
chael said, could make the body resist treatment, 
whether for acne and hidradenitis suppurativa or 
psoriasis: “Conditions such as hair loss also become 
more difficult to treat.”
   Deficiency is higher in skin of color because the 
melanin in darker skin types blocks the skin’s ability 
to process and synthesize vitamin D, Dele-Michael 
pointed out. That’s becoming more of a problem 
with urban patients of color spending more hours 
working indoors, she said. 
   “The other key connection here is that cow’s milk 
is a source of vitamin D, but a lot of people of color 
are lactose intolerant,” she pointed out. “So, we have 
a situation where the melanin in darker skin is block-
ing vitamin D synthesis. People of color have been 
spending more time indoors—first because of the 
pandemic and now because of work demands—so 
we’re not getting enough sun to synthesize vitamin 
D in our skin. We’re not able to drink milk because 
we’re not able to process it properly…so our diet is 
vitamin D deficient. The net result is that these defi-
ciencies can lead to really challenging skin             
conditions that are not improving with optimal 
treatments.” 

Dele-Michael’s repletion recommendations: “The 
body of recent research has shown that daily supple-
mentation is better than bolus supplementation,” she 
said. “But if someone is deeply deficient, just give them 
the prescription-strength bolus. I usually start patients 
whose vitamin D levels are less than 30 [nmol/L] on 
50,000 international units [IU] once a week. Once they 
are replete, I would recommend that they go on 2000 to 
5000 IU daily. I always tell my patients, jokingly, that they 
have to continue vitamin D supplementation unless they 
move to the beach.”
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acne & rosacea

Bacterial Resistance 
Risk in Systemic 
Antibiotic Use for Acne
KATIE HOBBINS | Editor

U sing antibiotics to treat acne 
remains ambiguous in the context 
of long-term therapy and antibi-
otic resistance. In a presentation at 

the 2022 American Academy of Dermatology 
Annual Meeting, held March 25 to 29 in Bos-
ton, Massachusetts, Diane M. Thiboutot, MD, 
highlighted related data and discussed poten-
tial alternatives to frequently used drugs.1

Systemic antibiotics are recommended for 
managing moderate to severe acne and forms 
of inflammatory acne resistant to topical alter-
natives, said Thiboutot, a professor of derma-
tology at the Pennsylvania State University Col-
lege of Medicine in Hershey. She noted that of 
the systemic options, doxycycline and minocy-
cline are more effective than tetracycline; how-
ever, neither doxycycline nor minocycline is 
superior over the other.

Oral erythromycin and azithromycin should 
be limited to patients unable to use tetracy-
clines, such as those who are pregnant or chil-
dren under 8 years old. Additionally, erythro-
mycin should be restricted because it holds an 
increased risk of bacterial resistance, according 
to Thiboutot.

Monotherapy with systemic antibiotics is 
not recommended, she continued. Prescribing 
systemic antibiotics other than tetracyclines and 
macrolides is also discouraged because of lim-
ited data about use for acne.

To minimize the risk of bacterial resistance, 
she recommended limiting systemic antibiotics 
to the shortest possible duration. For managing 
acne after a course of systemic antibiotics, she 
suggested topical therapy with benzoyl perox-
ide or a retinoid.

In 2015, the World Health Organization 

announced the global emergence of antibiot-
ic-resistant strains of bacteria as an urgent cri-
sis, Thiboutot said. Specifically, use of oral 
and topical antibiotics induces selection pres-
sure, which favors persistence of bacteria that 
are less sensitive to the antibiotic administered, 
she explained, and can affect similar antibiotics 
that are susceptible to cross-resistance.

Emergent antibiotic-resistant bacteria may 
include commensal flora and transient patho-
genic f lora such as Staphylococcus aureus and 
Streptococcus pyogenes, she said.

Study results published in JAMA Dermatol-
ogy highlighted microbiome changes with sys-
temic minocycline therapy for acne. The par-
ticipants, 4 women with acne treated with oral 
minocycline, saw a significant decrease in the 
abundance of Cutibacterium acnes concurrently 
with a significant increase in Pseudomonas spe-
cies following 4 weeks of treatment.2

Eight weeks after antibiotic withdrawal, the 
C acnes levels had recovered; however, the strep-
tococci had significantly risen. Lactobacillus 
species had also significantly decreased com-
pared with baseline.

Thiboutot noted that long-term antibiotic 
use for acne is associated with the “disrup-
tion of normal flora, bacterial resistance among 
other organisms, and increased rates of upper 
respiratory infection and pharyngitis.” A poten-
tial association with antibiotic use and inflam-
matory bowel disease and collagen vascular dis-
ease also exists, and use of oral tetracycline class 

antibiotics has been linked with risks of breast 
and colon cancer, she said.

However, a systematic review of the associa-
tion between long-term antibiotics for acne and 
subsequent infection sequelae and antimicrobial 
resistance (AMR) showed low- or very low-qual-
ity evidence supporting a link with infectious 
outcomes of AMR, according to Thiboutot.

Using alternatives to long-term antibiotics 
is key to reducing the risk of bacterial resist-
ance, Thiboutot said. Options for acne treat-
ment include benzoyl peroxide, topical reti-
noids, hormonal therapies such spironolactone 
(for female patients), and behavioral strategies. 
Thiboutot concluded by stating the need for 
additional studies to examine the effects of long-
term antibiotic use on subsequent infection and 
antimicrobial resistance but admitted that con-
ducting this research would be challenging. 
References
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Quick TAKES
Monotherapy with systemic 
antibiotics is not recom-
mended for treating acne.

Systemic antibiotics should be limited 
to the shortest possible duration to min-
imize the risk of bacterial resistance.

Emergent antibiotic-resistant bac-
teria may include commensal flora 
and transient pathogenic flora.
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acne & rosacea
Quick TAKES

Skin samples from untreated rosacea lesions showed 
macrophage infiltration and inflammatory cytokines.

Study findings reveal a novel anti-
inflammatory mechanism.

Carvedilol apparently treats rosacea by inhibiting 
macrophage expression of toll-like receptor 2.

Study Invites Second 
Look at Carvedilol
NICHOLAS BROWNSTONE, MD | Staff Correspondent

R osacea treatment has a broad arma-
mentarium which include dicarbo-
xylic acids, antibiotics, keratolytic 
agents, vasoconstrictors, and α

1
-adr-

energic agonists.1 Despite this robust therapeu-
tic landscape, other types of topical medications 
are being studied for rosacea. For example, carve-
dilol, traditionally used as a β-blocker, is becom-
ing recognized as a treatment for flushing and 
persistent erythema in rosacea.2 New research 
sheds light on its mechanism of action.

The pathophysiology of rosacea continues to 
be actively investigated. It is known that different 
kinds of external stimulation, including UV radia-
tion and bacteria, directly or indirectly increase the 
activity of kallikrein-related peptidase 5 (KLK5) 
in the stratum corneum via toll-like receptor 2 
(TLR2), which cleaves the inactive precursor 
human cationic antimicrobial protein to form the 
active LL-37 fragment.3 The TLR2/KLK5 path-
way is also key in the pathophysiology for rosacea, 
as serine protease KLK5 activity and cathelicidin 
expression are upregulated, leading to cutaneous 
inflammation.3 As a result, some rosacea medica-
tions inhibit KLK5 and cathelicidin expression.4 
However, the efficacy of carvedilol as a treatment 
for TLR2, KLK5, or cathelicidin pathway has yet 
to be determined.

A recent study investigated the molecular 
mechanisms underlying carvedilol efficacy in rosa-
cea treatment.5 The authors subjected skin sam-
ples of patients with rosacea to both histopatho-
logic and immunohistochemical (CD68, toll-like 
receptor 2 [TLR2], KLK5, cathelicidin, tumor 
necros factor–α, and IL-1β) evaluation. Further-
more, an in vivo murine rosacea-like inflammation 
model was created by LL-37 intradermal injection 
with or without carvedilol pretreatment. Erythema 
proportion and skin redness were measured, 
and murine skin samples underwent pathologi-
cal examination for inflammatory status. Murine 
skin and LPS-stimulated RAW 264.7 cells with 
or without carvedilol pretreatment were evalu-

ated by quantitative reverse transcription–poly-
merase chain reaction and Western blotting. Clin-
ical facial images of patients were obtained using 
the VISIA skin analysis system before, as well as                                                                                                         
4 and 6 months after, oral carvedilol administra-
tion. Severity of rosacea was assessed by 2 blinded 
dermatologists according to the Investigator Global 
Assessment (IGA) score using a 5-point scale. 

Rosacea skin lesions exhibited more inflam-
matory cell infiltration than surrounding areas, 
with macrophage infiltration and inflammatory 
cytokines (TLR2, KLK5cathelicidin, TNF-α, 
and IL-1β). In vivo, carvedilol alleviated inflam-
mation in LL-37 mice, downregulating TLR2, 
KLK5, and cathelicidin expression. In the LL-37 
plus carvedilol group, the color and range of ery-
thema decreased, and the whole skin was nearly 
consistent with the peripheral skin. In vitro, carve-
dilol decreased TLR2 expression in RAW 264.7 
cells, further reducing KLK5 secretion and LL-37 
expression, which ultimately inhibited rosacealike 
inflammation. Compared with the lipopolysaccha-
ride (LPS) group, TLR2, KLK5, and cathelici-
din expression in carvedilol plus LPS RAW 264.7 
cells was relatively reduced, and the immunoflu-
orescence staining results mirrored these find-
ings. Clinical manifestations and facial redness 
clearly improved during 6-month follow-up with 
systemic carvedilol administration by showing a 
statistical difference in erythema index as deter-
mined using Image J, a tool to monitor erythema 
in rosacea patients during treatment. “The obser-
vation that carvedilol inhibits the expression of 
TLR2, KLK5, and cathelicidin and inflamma-
tory factors in a mouse model of rosacealike der-
matitis may give way to reducing exposure to dox-
ycycline for attempting to counter the inflamma-
tory pathways involved,” said Neal Bhatia, MD, 
director of clinical dermatology at Therapeutics 
Clinical Research in San Diego, California. 

The mechanism of action of β-blockers such as 
carvedilol in treating rosacea symptoms is hypoth-
esized to be through the blockade of β2-adrener-

gic receptor on the smooth muscle of cutaneous 
arterial blood vessels, which causes vasoconstric-
tion.6 Carvedilol was initially reported for refrac-
tory facial f lushing and persistent erythema of 
rosacea in 2011. The patient responded to carve-
dilol despite failing 4 weeks of treatment with 
doxycycline, fexofenadine, dexamethasone, aspi-
rin, clonidine, topical hydrocortisone, and topi-
cal pimecrolimus (Elidel, Ortho Dermatolog-
ics).7 Since this publication and others like it, sev-
eral guidelines and consensus panels have recom-
mended this therapy for erythematotelangiectatic 
phenotypes of rosacea.2,8 The clinical observa-
tions confirmed these results with 6.25 mg twice 
daily of carvedilol during a 6-month course, which 
resulted in improved erythema as determined by 
VISIA, colorimetry, and clinician IGA score. 
“Confirmation of 6 months of reduction of flush-
ing, erythema, and overall symptom complex as 
observed in the photos, as well as patient testimo-
nials, would open this class of therapies up to der-
matologists, especially for patients with more vas-
omotor involvement or triggers of flares,” he said. 

The results demonstrated that carvedilol 
reduced TLR2-induced inflammation in mac-
rophages both in vivo and in vitro. However, study 
limitations included that no pathological evidence 
was available regarding an association between 
the TLR2/KLK5/cathelicidin changes in mac-
rophages and clinical improvement in patients 
because of the refusal to skin biopsy. The authors 
conclude that carvedilol is effective in the treat-
ment of rosacea by inhibiting macrophage TLR2 
expression. Further studies are needed to better 
clarify the intrinsic mechanism between inflam-
matory status, adrenergic receptors, and TLRs 
in rosacea. “Although the study was small... 
this approach to control the macrophage-driven 
inflammation, as well as the TLR2/cathelicidin 
axis and neutrophils, shows that there could be a 
very thorough coverage of the major contributing 
factors of inflammation in rosacea,” Bhatia said. 
For disclosures and full list of references, see dermatologytimes.com.
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Allergic Contact 
Dermatitis Triggers

KATIE HOBBINS | Editor

S ystemic contact dermatitis (SCD) occurs 
when patients become sensitized to an 
allergen through various types of expo-
sure: oral (via inhalation), transcutane-

ous, or intravenous. The result can be a type 
4 hypersensitivity reaction, said Peggy A. Wu, 
MD, MPH, a dermatologist, and associate pro-
fessor of clinical dermatology with the UC Davis 
Health Department of Dermatology in Sacra-
mento, California.

A type 4 hypersensitivity reaction is charac-
terized as a delayed cell-mediated reaction that 
occurs in response to contact with certain aller-
gens, according to a continuing education activity 
through StatPearls.1

Wu discussed the main causes of these cell-me-
diated immune reactions, including dietary con-
nections, during her presentation at the 2022 
American Academy of Dermatology Annual Meet-
ing, held March 25 to 29 in Boston, Massachu-
setts.2 The top offenders encompass a wide range 
of substances, she said: medications, plants, met-
als, fragrances (notably, balsam of Peru), and food 
preservatives (benzoic acid, benzoate, gallates, sor-
bic acid) and additives (propylene glycol, aspar-
tame, formaldehyde).

Among the top 10 allergens reported from 
2017 to 2018, according to Wu, 4 linked back 
to preservatives: methylisothiazolinone, methyl-
chloroisothiazolinone, formaldehyde, and ben-

zisothiazolinone. The other allergens included 
3 fragrances (fragrance mix I, hydroperoxides of 
linalool, and Myroxylon pereirae resin/balsam of 
Peru), 2 metals (nickel sulfate hexahydrate and 
cobalt), and 1 hair dye (4-phenylenediamine).

Nickel SCD, Wu explained, can clinically 
present on the palms and soles as a vesicular rash 

and pompholyx and also manifest on the bilateral 
extensor elbows. Irritants may be found in many 
places including metals, which can be found in 
foods. For example, chromium can be found in 
potatoes, meats, tea, nuts, and grapes, as well as 
nutritional supplements (eg, multivitamins) and 
food dyes. Cobalt can be found in flaxseeds, chick-
peas, chocolate, and nuts and is a component of 
vitamin B

12
.

Balsam of Peru, derived from the resin of the 
topical tree M balsamum var pereirae in Cen-
tral and South America, is a marker of fragrance 
allergy, she said. The clinical presentation includes 
perioral, genital, perianal, symmetrical intertrigi-
nous, and vesicular hand atopic dermatitis (AD). 
Benzoic acid or benzoate, a component of balsam 
of Peru, is an antimicrobial preservative found in 
personal care products, food and drinks.

SCD reactions are more common in people 60 
years and older, according to Wu. Additionally, 
patients with AD are reported to be more allergic 
to benzoic acid compared with the general popu-
lation. Benzoic acid is the forty second most com-
mon allergen in patients with AD vs seventy ninth 
for the general population, she said. An allergy to 
gallates, which are antioxidants, has a perioral or 
cheilitis clinical presentation.

Wu highlighted talking points for patients 
experiencing SCD, explaining that a physician 
should advise avoiding topical contact with aller-

The top substances that cause systemic contact dermatitis 
included medications, plants, metals, and food ingredients.

Balsam of Peru is a marker 
of fragrance allergy.

Benzoic acid ranks forty second among common allergens in patients 
with atopic dermatitis vs seventy ninth in the general population.

Medications, plants, and more may play a significant role in 
systemic contact dermatitis.

4 Types of  
Hypersensitivity Reactions
Hypersensitivity reactions are classified into 4 
types, according to a continuing education ac-
tivity through StatPearls.1 Three of the 4 types are 
immediate hypersensitivity reactions because 
they happen within 24 hours of exposure. In 
comparison, the fourth type is a delayed hyper-
sensitivity reaction because manifestation can 
occur more than 12 hours post exposure. The 
maximum reaction time for type 4 can happen 
48 to 72 hours after initial exposure. 

  Type 1: Reaction mediated by IgE antibodies
  Type 2: Cytotoxic reaction mediated  

by IgG or IgM antibodies
  Type 3: Reaction mediated by  

immune complexes
  Type 4: Delayed reaction mediated  

by cellular response 

Source: Marwa K, Kondamudi NP. Type iv hypersensitivity reaction. 
In: StatPearls. StatPearls Publishing; 2022.
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gens. If after 2 months there is no significant 
improvement, an elimination diet can help deter-
mine if any foods are causing a reaction. Dietary 
avoidance should be continued for at least 1 month 
to evaluate skin response.

In her conclusion, Wu offered additional gen-
eral suggestions. “If a rash does not improve with 

topical avoidance, there may be a significant com-
ponent of systemic contact dermatitis. Start with a 
1-month trial,” she suggested. “There are a num-
ber of tools, papers, and websites to guide you and 
your patients through. Be aware of other common 
allergens—latex, poison ivy/oak/sumac—and asso-
ciated foods.” 
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atopic dermatitis
Quick TAKES

Patch testing can help 
determine if a patient’s 
eczema is contact dermatitis.

Janus kinase inhibitors, though effective, 
need more trial data before physicians will 
be comfortable using them in children.

Integrative medicine such as acupuncture, 
behavioral therapy, and relaxation techniques can 
help calm pediatric patients with atopic dermatitis.

Integrative, Allopathic 
Approaches Add Options 
for Pediatric AD

LINDA STOCUM | Associate Editor, Dermatology Times®, AND MIRANDA HESTER | Editor, Contemporary Pediatrics®

M ost children will break out in/
develop a rash at some point, but 
commonness does not make these 
skin conditions any less irritating 

or, in some cases, painful. Rashes are often 
caused by eczema or allergic contact dermati-
tis, which while similar, can be treated differ-
ently and recognizing the differences and causes 
is essential to making a correct diagnosis—the 
key to proper treatment and, ultimately, relief, 
according to JiaDe Yu, MD, FAAD.

Yu, director of the Contact Dermatitis and 
Occupational Dermatology Clinic and an assis-
tant professor of adult and pediatric dermatology 
at Massachusetts General Hospital in Boston, 
detailed the fundamentals and latest approaches 
for both skin disorders in a presentation on pedi-
atric atopic dermatitis (AD) at the 2022 Ameri-
can Academy of Dermatology Annual Meeting.1

KNOWING THE NUANCES
Eczema is frequently characterized by intense 
itching, which can damage skin and worsen the 
rash. AD is the most common form and typi-
cally presents early in life, with most patients 
developing the condition before their fifth birth-
day. Eczema can appear differently on skin of 
color—an important distinction because Black 
and Asian American children develop AD 
more often compared to their White counter-
parts, and Black children potentially have itch-
ier, more severe eczema.2 

Eczema may resolve as a child grows up, but 
50% of patients will still have it when they reach 

adulthood. Although there is no way to know if 
the condition will persist, early diagnosis and 
treatment can prevent severe disease, which can 
be harder to treat and is more likely to continue 
into adulthood.

Although it can be confused with eczema, 
allergic contact dermatitis can generate symp-
toms such as rash, tenderness, burning, and 
blisters. Metals such as nickel and cobalt, which 
can be found in toys, clothing accents, and cos-
tume jewelry, are likely allergens among children. 
Soaps, shampoos, and laundry detergents are 
sources of 2 other common allergens: fragrance 
and preservatives. Chemicals and dyes used to 
treat fabrics can also induce a reaction. 

“Dermatologists are seeing 2 emerging aller-
gens affecting children—adhesive allergens, 
which are commonly used in wearable blood glu-
cose monitors, and acetophenone azine, linked 
to reactions associated with…an allergen from 
a chemical used in shin guards and footwear,” 
Yu noted.3 

Knowing a rash’s location and getting a thor-
ough family history of skin conditions can help 
differentiate the conditions. Allergic contact 
dermatitis often arises in unusual locations—
say, fingertips, eyelids, or lips—whereas eczema 
frequently presents on areas such as the wrist or 
back of knee. Because allergic contact dermati-
tis worsens eczema, children who have eczema 
should avoid common allergens when possible. 

PATCH TESTING FOR ALLERGENS
Yu suggested referring patients to a specialist 

for patch testing because it can reveal allergic 
contact dermatitis. “Patch testing is the gold 
standard for detection of allergic contact der-
matitis in adults and children,” he said. “It is the 
belief of contact dermatitis experts that patients 
should be patch tested before starting a systemic 
immunosuppressive agent such as methotrex-
ate, cyclosporine, [or] dupilumab [Dupixent; 
Sanofi and Regeneron Pharmaceuticals]…due 
to the potential for ‘curing’ their dermatitis with 
allergen avoidance alone.” 

Approximately 40% of pediatric patients with 
AD have a relevant positive allergen that may con-
tribute to their dermatitis, Yu continued. Lack 
of awareness of the potential allergen can lead 
to unnecessary long-term treatment with topical 
steroids or systemic immunosuppressants.

CHOOSING AMONG TREATMENTS 
Dermatologists have a wide range of choices 
for treatment. Although dupilumab has shown 
efficacy for AD in the pediatric population, 
Yu said, some patients fail treatment. In these 
cases, options include tralokinumab (Adbry; 
LEO Pharma)—the agent specifically binds 
to and inhibits the cytokine IL-13—and Janus 
kinase (JAK) inhibitors such as abrocitinib 
(Cibinqo; Pfizer) and upadacitinib (Rinvoq; 
AbbVie). Upadacitinib is FDA approved for 
patients 12 years and older with moderate to 
severe AD, whereas abrocitinib is approved 
only for adults.4,5  

According to Yu, tralokinumab has an 
adverse event (AE) profile similar to that of dup-

JiaDe Yu, MD, FAAD, delved into new frontiers for treating pediatric atopic dermatitis in 
his presentation at AAD 2022. 
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atopic dermatitis

ilumab, but JAK inhibitors are still being explored.
“In children, we always try to be more cautious, and 

therefore most pediatric dermatologists would likely offer 
safer treatment options like dupilumab or tralokinumab 
prior to novel JAK inhibitors until more is known about 
the [AE] profiles in children with [AD],” Yu said. 

The drugs’ ease of dosing and delivery is an important 
discussion point with patients. If a therapy requires multi-
ple doses a day, adherence may be difficult; if it causes pain, 
the patient may be resistant. “In my experience, once chil-
dren see the significant benefit a particular medication has 
on their skin, they are more likely to adhere to the dosing 
regimen,” Yu said. 

CONSIDERING ALTERNATIVE OPTIONS
In addition to allopathic medicine, which is a system in 
which physicians and other health care professionals treat 
symptoms and diseases using drugs, radiation, or surgery, 
alternative regimens may benefit pediatric patients with 
eczema, according to Yu. Integrative approaches to con-
sider, in his view, include acupuncture, behavioral ther-
apy, and relaxation techniques, which may help reduce 
stress, a factor that worsens eczema and AD. For at-home 
help, apps such as Calm or Headspace offer breathing 
exercises, but may not be as suitable for younger patients. 

“Natural therapies such as sunflower oil, extra virgin 
coconut oil, and safflower oil have the most evidence for 
being effective,” Yu said. “However, I make sure to avoid 
products for which I don’t know the ingredients, given risk 
for contact dermatitis.” 
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Engaging with an app designed for patients with atopic dermatitis (AD) 
helps patients adhere more closely to treatment, according to results pre-
sented at the 4th annual Revolutionizing Atopic Dermatitis conference, held 
April 9 to 11 in Baltimore, Maryland.

Jonathan Silverberg, MD, associate professor of dermatology at the 
George Washington University School of Medicine and Health Sciences in 
Washington, DC, offered highlights of a study involving a multidisciplinary, 
digital therapeutic approach to improve education, treatment adherence, 
lifestyle changes, and overall self-efficacy for patients with AD. 

“With any kind of digital intervention, whatever it might be, we always 
think about [these issues]: How do people engage with that intervention? 
How often can they stick with it?” Silverberg said. “This is a very important 
part, and we have good numbers here.”

Of the 21 patients with AD enrolled in the 6-week study—all received 
baseline clinical assessments—20 completed the intervention and follow-up. 
The platform revealed an average of 6.5 weekly active days on the app, 
30.0 median active days, and 8.9 daily mission interactions; 95% of partici-
pants used the medication reminders and disease education opportunities.

All participants reported using topical mediations, most commonly cor-
ticosteroids (used by 19), and 4 used topical treatments in addition to oral 
therapy. Participants also reported using moisturizers and more, which, Silver-
berg stated, would be expected: The average patient with AD uses multiple 
therapeutic approaches.

The investigators employed multiple outcome measures: A significant 
improvement from treatment was observed in both the SCORing Atopic 
Dermatitis (SCORAD) and Patient-Oriented Eczema Measure (POEM) tools, 
along with an increase in the Dermatology Life Quality Index (DLQI). Cat-
egorizing severity of disease showed a shift toward milder symptoms over 
time, with overall large differences observed in clinical outcomes and quality 
of life. Although there was some fluctuation in results, Silverberg explained, 
results leaned in the direction of mild disease.

The SCORAD score had a mean decrease of –25.79 points, with a stan-
dard deviation (SD) of 19.94 (1.3; 95% CI, 1.2-1.9; P < .001). The POEM mean 
decrease was –7.50, with an SD of 6.96 (1.0; 95% CI, 0.5-1.6; P < .001;), and 
the mean DLQI score decreased to –3.67, with an SD of 2.50 (1.4; 95% CI, 
0.8-2.1; P < .001;).

Addressing adherence, Silverberg said, “We have to have this conversa-
tion [about adherence]. We should be having this conversation in every field 
of dermatology, but we are not.” Patients with high treatment adherence 
tended to engage more with the platform. There was also a shift toward 
better adherence with other behaviors that can help control AD, such as 
following a skin-care regimen and avoiding triggers, according to Silverberg.

He underscored the importance of treatment adherence. Participants 
who increased adherence saw a much greater improvement in disease 
severity than those with lower adherence. He also emphasized that in this 
study, the type of treatment was not important—the focus was on how a 
physician can maximize therapy’s impact on AD, no matter what a patient 
is using.

“I think this is a revolution as we think about digital medicine interven-

tions,” Silverberg concluded. 

Reference
Silverberg J. A Novel digital therapeutic intervention to improve symptoms of atopic dermatitis: a feasibility study. Presented at: Revolutioniz-
ing Atopic Dermatitis; April 9-11, 2022; Baltimore, MD.

What Role Will Digital 
Therapeutic Agents 
Play in AD Treatment?

“It is the belief of contact dermatitis experts 
that patients should be patch-tested before 
starting a systemic immunosuppressive agent 
such as methotrexate, cyclosporine, [or] 
dupilumab…due to the potential 
for ‘curing’ their dermatitis with allergen 
avoidance alone.” 

JiaDe Yu, MD, FAAD 
Boston, Massachusetts
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Brief Summary of Prescribing Information for TREMFYA® (guselkumab)
TREMFYA® (guselkumab) injection, for subcutaneous use
See package insert for full Prescribing Information.
INDICATIONS AND USAGE Plaque Psoriasis: TREMFYA® is indicated for the treatment of adults with 
moderate-to-severe plaque psoriasis who are candidates for systemic therapy or phototherapy. 
Psoriatic Arthritis: TREMFYA is indicated for the treatment of adult patients with active psoriatic 
arthritis. CONTRAINDICATIONS TREMFYA is contraindicated in patients with a history of serious 
hypersensitivity reaction to guselkumab or to any of the excipients [see Warnings and Precautions]. 
WARNINGS AND PRECAUTIONS Hypersensitivity Reactions: Serious hypersensitivity reactions, 
including anaphylaxis, have been reported with postmarket use of TREMFYA. Some cases required 
hospitalization. If a serious hypersensitivity reaction occurs, discontinue TREMFYA and initiate 
appropriate therapy. Infections: TREMFYA may increase the risk of infection. In clinical trials in 
subjects with plaque psoriasis, infections occurred in 23% of subjects in the TREMFYA group 
versus 21% of subjects in the placebo group through 16 weeks of treatment. Upper respiratory 
tract infections, gastroenteritis, tinea infections, and herpes simplex infections occurred more 
frequently in the TREMFYA group than in the placebo group [see Adverse Reactions]. The rate 
of serious infections for the TREMFYA group and the placebo group was ≤ 0.2%. A similar risk 
of infection was seen in placebo-controlled trials in subjects with psoriatic arthritis. Treatment 
with TREMFYA should not be initiated in patients with any clinically important active infection until 
the infection resolves or is adequately treated. In patients with a chronic infection or a history of 
recurrent infection, consider the risks and benefits prior to prescribing TREMFYA. Instruct patients 
to seek medical help if signs or symptoms of clinically important chronic or acute infection occur. 
If a patient develops a clinically important or serious infection or is not responding to standard 
therapy, monitor the patient closely and discontinue TREMFYA until the infection resolves.  
Pre-treatment Evaluation for Tuberculosis: Evaluate patients for tuberculosis (TB) infection prior to 
initiating treatment with TREMFYA. Initiate treatment of latent TB prior to administering TREMFYA. 
In clinical trials, 105 subjects with plaque psoriasis and 71 subjects with psoriatic arthritis with 
latent TB who were concurrently treated with TREMFYA and appropriate TB prophylaxis did not 
develop active TB. Monitor patients for signs and symptoms of active TB during and after TREMFYA 
treatment. Consider anti-TB therapy prior to initiating TREMFYA in patients with a past history 
of latent or active TB in whom an adequate course of treatment cannot be confirmed. Do not 
administer TREMFYA to patients with active TB infection. Immunizations: Prior to initiating therapy 
with TREMFYA, consider completion of all age appropriate immunizations according to current 
immunization guidelines. Avoid use of live vaccines in patients treated with TREMFYA. No data 
are available on the response to live or inactive vaccines. ADVERSE REACTIONS The following 
adverse reactions are discussed in greater detail in other sections of labeling: • Infections [see 
Warnings and Precautions] • Hypersensitivity Reactions [see Contraindications and 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. Plaque Psoriasis: In clinical trials, a total of 1823 subjects with moderate-to-severe 
plaque psoriasis received TREMFYA. Of these, 1393 subjects were exposed to TREMFYA for at least 
6 months and 728 subjects were exposed for at least 1 year. Data from two placebo- and active-
controlled trials (PsO1 and PsO2) in 1441 subjects (mean age 44 years; 70% males; 82% white) 
were pooled to evaluate the safety of TREMFYA (100 mg administered subcutaneously at Weeks  
0 and 4, followed by every 8 weeks). Weeks 0 to 16: In the 16-week placebo-controlled period of the 
pooled clinical trials (PsO1 and PsO2), adverse events occurred in 49% of subjects in the TREMFYA 
group compared to 47% of subjects in the placebo group and 49% of subjects in the U.S. licensed 
adalimumab group. Serious adverse events occurred in 1.9% of subjects in the TREMFYA group  
(6.3 events per 100 subject-years of follow-up) compared to 1.4% of subjects in the placebo group 
(4.7 events per 100 subject-years of follow-up), and in 2.6% of subjects in U.S. licensed adalimumab 
group (9.9 events per 100 subject-years of follow-up). Table 1 summarizes the adverse reactions 
that occurred at a rate of at least 1% and at a higher rate in the TREMFYA group than in the placebo 
group during the 16-week placebo-controlled period.
Table 1:  Adverse Reactions Occurring in ≥1% of Subjects through Week 16 in PsO1 and PsO2

TREMFYAa

100 mg
N=823
n (%)

Adalimumabb

N=196
n (%)

Placebo
N=422
n (%)

Upper respiratory infectionsc 118 (14.3) 21 (10.7) 54 (12.8)
Headached 38 (4.6) 2 (1.0) 14 (3.3)
Injection site reactionse 37 (4.5) 15 (7.7) 12 (2.8)
Arthralgia 22 (2.7) 4 (2.0) 9 (2.1)
Diarrhea 13 (1.6) 3 (1.5) 4 (0.9)
Gastroenteritisf 11 (1.3) 4 (2.0) 4 (0.9)
Tinea infectionsg 9 (1.1) 0 0
Herpes simplex infectionsh 9 (1.1) 0 2 (0.5)

a  Subjects receiving 100 mg of TREMFYA at Week 0, Week 4, and every 8 weeks thereafter
b U.S. licensed adalimumab
c  Upper respiratory infections include nasopharyngitis, upper respiratory tract infection (URTI), 

pharyngitis, and viral URTI.
d Headache includes headache and tension headache.
e  Injection site reactions include injection site erythema, bruising, hematoma, hemorrhage, 

swelling, edema, pruritus, pain, discoloration, induration, inflammation, and urticaria.
f Gastroenteritis includes gastroenteritis and viral gastroenteritis.
g  Tinea infections include tinea pedis, tinea cruris, tinea infection, and tinea manuum infections.
h  Herpes simplex infections include oral herpes, herpes simplex, genital herpes, genital herpes 

simplex, and nasal herpes simplex. 
Adverse reactions that occurred in < 1% but > 0.1% of subjects in the TREMFYA group and at a 
higher rate than in the placebo group through Week 16 in PsO1 and PsO2 were migraine, candida 
infections, and urticaria. Specific Adverse Reactions: Infections: Infections occurred in 23% of 
subjects in the TREMFYA group compared to 21% of subjects in the placebo group. The most 
common (≥ 1%) infections were upper respiratory infections, gastroenteritis, tinea infections, and 
herpes simplex infections; all cases were mild to moderate in severity and did not lead to 
discontinuation of TREMFYA. Elevated Liver Enzymes: Elevated liver enzymes were reported more 
frequently in the TREMFYA group (2.6%) than in the placebo group (1.9%). Of the 21 subjects who 
were reported to have elevated liver enzymes in the TREMFYA group, all events except one were 
mild to moderate in severity and none of the events led to discontinuation of TREMFYA. Safety 
through Week 48: Through Week 48, no new adverse reactions were identified with TREMFYA use 
and the frequency of the adverse reactions was similar to the safety profile observed during the 
first 16 weeks of treatment. Psoriatic Arthritis: TREMFYA was studied in two placebo-controlled 
trials in subjects with psoriatic arthritis (748 subjects on TREMFYA and 372 subjects on placebo). Of 
the 748  subjects who received TREMFYA, 375  subjects received TREMFYA  100  mg at Week  0, 
Week 4, and every 8 weeks thereafter and 373 subjects received TREMFYA 100 mg every 4 weeks. 
The overall safety profile observed in subjects with psoriatic arthritis treated with TREMFYA is 
generally consistent with the safety profile in subjects with plaque psoriasis with the addition of 

bronchitis and neutrophil count decreased. In the 24-week placebo-controlled period, combined 
across the two studies, bronchitis occurred in 1.6% of subjects in the TREMFYA q8w group and 2.9% 
of subjects in the TREMFYA  q4w group compared to 1.1% of subjects in the placebo group. 
Neutrophil count decreased occurred in 0.3% of subjects in the TREMFYA q8w and 1.6% of subjects 
in the TREMFYA q4w group compared to 0% of subjects in the placebo group. The majority of events 
of neutrophil count decreased were mild, transient, not associated with infection and did not lead 
to discontinuation. Immunogenicity: As with all therapeutic proteins, there is the potential for 
immunogenicity with TREMFYA. 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 incidence of antibodies to guselkumab 
across indications or with the incidences of antibodies to other products may be misleading. Plaque 
Psoriasis: Up to Week 52, approximately 6% of subjects treated with TREMFYA developed antidrug 
antibodies. Of the subjects who developed antidrug antibodies, approximately 7% had antibodies 
that were classified as neutralizing antibodies. Among the 46 subjects who developed antibodies to 
guselkumab and had evaluable data, 21 subjects exhibited lower trough levels of guselkumab, 
including one subject who experienced loss of efficacy after developing high antibody titers. Up to 
Week 156, approximately 9% of subjects treated with TREMFYA developed antidrug antibodies and 
of these subjects approximately 6% were classified as neutralizing antibodies. However, antibodies 
to guselkumab were generally not associated with changes in clinical response or development of 
injection-site reactions. Psoriatic Arthritis: Up to Week 24, 2% (n=15) of subjects treated with 
TREMFYA developed antidrug antibodies. Of these subjects, 1 had antibodies that were classified 
as neutralizing antibodies. Overall, the small number of subjects who were positive for antibodies 
to guselkumab limits definitive conclusion of the effect of immunogenicity on the pharmacokinetics, 
efficacy and safety of guselkumab. Postmarketing Experience: The following adverse reactions 
have been reported during post-approval of TREMFYA. 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 TREMFYA exposure. Immune system disorders: 
Hypersensitivity, including anaphylaxis [see Warnings and Precautions] Skin and subcutaneous 
tissue disorders: Rash [see Warnings and Precautions] DRUG INTERACTIONS CYP450 Substrates: 
The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1, 
IL-6, IL-10, TNFα, interferon) during chronic inflammation. Results from an exploratory drug-drug 
interaction study in subjects with moderate-to-severe plaque psoriasis suggested a low potential 
for clinically relevant drug interactions for drugs metabolized by CYP3A4, CYP2C9, CYP2C19 and 
CYP1A2 but the interaction potential cannot be ruled out for drugs metabolized by CYP2D6. However, 
the results were highly variable because of the limited number of subjects in the study. Upon 
initiation of TREMFYA in patients who are receiving concomitant CYP450 substrates, particularly 
those with a narrow therapeutic index, consider monitoring for therapeutic effect or drug 
concentration and consider dosage adjustment as needed [see Clinical Pharmacology (12.3) in Full 
Prescribing Information]. USE IN SPECIFIC POPULATIONS Pregnancy: Pregnancy Exposure 
Registry: There is a pregnancy registry that monitors pregnancy outcomes in women exposed to 
TREMFYA during pregnancy. Patients should be encouraged to enroll by calling 1-877-311-8972. 
Risk Summary: There are no available data on TREMFYA use in pregnant women to inform a drug 
associated risk of adverse developmental outcomes. Human IgG antibodies are known to cross the 
placental barrier; therefore, TREMFYA may be transmitted from the mother to the developing fetus. 
In a combined embryofetal development and pre- and post-natal development study, no adverse 
developmental effects were observed in infants born to pregnant monkeys after subcutaneous 
administration of guselkumab during organogenesis through parturition at doses up to 30 times the 
maximum recommended human dose (MRHD). Neonatal deaths were observed at 6- to 30-times the 
MRHD (see Data). The clinical significance of these nonclinical findings is unknown. All pregnancies 
have a background risk of birth defect, loss, or other adverse outcomes. The estimated background 
risk of major birth defects and miscarriage for the indicated population is unknown. In the U.S. 
general population, the estimated background risk of major birth defects and miscarriage in 
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. Data: Animal Data: In 
a combined embryofetal development and pre- and post-natal development study, pregnant 
cynomolgus monkeys were administered weekly subcutaneous doses of guselkumab up to  
50 mg/kg (30 times the MRHD based on a mg/kg comparison) from the beginning of organogenesis 
to parturition. Neonatal deaths occurred in the offspring of one control monkey, three monkeys 
administered guselkumab at 10 mg/kg/week (6 times the MRHD based on a mg/kg comparison) and 
three monkeys administered guselkumab at 50 mg/kg/week (30 times the MRHD based on a mg/kg 
comparison). The clinical significance of these findings is unknown. No guselkumab-related effects 
on functional or immunological development were observed in the infants from birth through  
6 months of age. Lactation: Risk Summary: There are no data on the presence of guselkumab in 
human milk, the effects on the breastfed infant, or the effects on milk production. Guselkumab was 
not detected in the milk of lactating cynomolgus monkeys. Maternal IgG is known to be present in 
human milk. The developmental and health benefits of breastfeeding should be considered along 
with the mother’s clinical need for TREMFYA and any potential adverse effects on the breastfed 
infant from TREMFYA or from the underlying maternal condition. Pediatric Use: The safety and 
efficacy of TREMFYA in pediatric patients (less than 18 years of age) have not been established. 
Geriatric Use: Of the 3406 subjects with plaque psoriasis or psoriatic arthritis exposed to TREMFYA, 
a total of 185 subjects were 65 years or older, and 13 subjects were 75 years or older.  No overall 
differences in safety or effectiveness were observed between older and younger subjects who 
received TREMFYA. However, the number of subjects aged 65 years and older was not sufficient to 
determine whether they respond differently from younger subjects [see Clinical Pharmacology 
(12.3) in Full Prescribing Information]. OVERDOSAGE In the event of overdosage, monitor the patient 
for any signs or symptoms of adverse reactions and administer appropriate symptomatic treatment 
immediately. PATIENT COUNSELING INFORMATION Advise the patient and/or caregiver to read the 
FDA-approved patient labeling (Medication Guide and Instructions for Use) before starting 
TREMFYA therapy, and each time the prescription is renewed, as there may be new information 
they need to know. Hypersensitivity Reactions: Advise patients to discontinue TREMFYA and seek 
immediate medical attention if they experience any symptoms of serious hypersensitivity reactions 
[see Warnings and Precautions]. Infections: Instruct patients of the importance of communicating 
any history of infections to the healthcare provider and contacting their healthcare provider if they 
develop any symptoms of an infection [see Warnings and Precautions]. Instruction on Injection 
Technique: Instruct patients or caregivers to perform the first self-injection under the supervision 
and guidance of a qualified healthcare professional for proper training in subcutaneous injection 
technique. Instruct patients who are self-administering to inject the full dose of TREMFYA [see 
Medication Guide and Instructions for Use]. Instruct patients or caregivers in the technique of 
proper needle and syringe disposal. Needles and syringes should be disposed of in a puncture-
resistant container. Advise patients and caregivers not to reuse needles or syringes. Remind 
patients if they forget to take their dose of TREMFYA to inject their dose as soon as they remember. 
They should then take their next dose at the appropriate scheduled time.
Manufactured by: Janssen Biotech, Inc., Horsham, PA 19044
US License No. 1864  © 2017 Janssen Pharmaceutical Companies
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Quick TAKES

psoriasis
PDE4 inhibitors approved for psoriasis and psoriatic arthritis may have 
additional uses for treatment of pyoderma gangrenosum, hidradenitis 
suppurativa, seborrheic dermatitis, and lichen planus.

New biologics may be useful off-label to 
treat other inflammatory autoimmune 
conditions in patients with psoriasis.

Patients with psoriasis are 
more likely to have other 
autoimmune diseases.

Optimize Off-label Use of 
Biologics, New Medications
KEITH LORIA | Staff Correspondent

E ven gold standard therapies do not work 
equally well for all patients, and phy-
sicians are challenged continually to 
explore other options for hard-to-treat 

cases. But questions remain about which drugs 
might have indications beyond those that are 
FDA approved and which new medications may 
be worth prescribing despite debate about long-
term risks and rewards.

Creating successful treatment plans around 
off-label use of biologics and new medications was 
the focus of a session at the 2022 American Acad-
emy of Dermatology Annual Meeting. David Ros-
marin, MD, FAAD, clinical investigator and vice 
chair for research and education at Tufts Medi-
cal Center in Boston, Massachusetts, presented 
recent related data, in collaboration with Adriane 
A. Levin, MD, FAAD, director of the atopic der-
matitis program at Brigham and Women’s Hospi-
tal and an instructor of dermatology at Harvard 
Medical School, both in Boston.1

The speakers highlighted strategies for opti-
mizing the delivery of appropriate treatments 
for individual patients’ needs. Their review of 
the literature on off-label biologics use and new 
medications centered on tumor necrosis fac-
tor–α inhibitors, IL-17 antibodies, anti–IL-23 
biologics, dupilumab (Dupixent; Sanofi and 
Regeneron Pharmaceuticals), and apremilast 
(Otezla; Amgen).

“Unfortunately, it takes a lot of money and a 
lot of resources for a company to get an indication 
for a medication,” Rosmarin said. “So, a lot of the 
time, the uses for medications aren’t consistent 
with the label.”

For patients with psoriasis and comorbidi-
ties, off-label uses may offer options for combina-
tion treatment. “Some evidence shows dupilumab 
can be combined with other psoriasis biologics if 
a patient has both psoriasis and atopic dermatitis 
[AD] simultaneously,” Rosmarin said. “It’s cur-
rently approved for [AD], asthma, and chronic rhi-
nosinusitis with nasal polyposis, but we see that it 

works with other conditions such as hand eczema 
or allergic contact dermatitis and HIV pruritis.”

Dupilumab also may be useful for treating sev-
eral other autoimmune diseases.2,3 “Other inflam-
matory disorders where it can be used include alo-
pecia areata and Grover disease,” he said. “It’s 
been used very recently for some rare genetic syn-
dromes such as Hailey-Hailey disease, Job syn-
drome, and Netherton syndrome. These are all 
exciting uses.”

This medication is gaining traction in bullous 
pemphigoid, an autoimmune blistering disorder 
that occurs mostly in older adults and, in Ros-
marin’s view, lacks adequate treatments. He also 
noted recent cases in which dupilumab improved 
outcomes for patients with epidermolysis bullosa 
pruriginosa and pemphigus vulgaris.

“There has been a lot happening with the 
use of dupilumab for blistering disorders, but the 
most evidence in the blistering space has been 
with bullous pemphigoid,” Rosmarin said. “Cur-
rently, there are case series regarding its efficacy 
in blistering disorders. In a case with 13 patients, 
at least 12 had some clinical improvement, with a 
little over half having complete clearance of both 
their blisters and itch—75% having complete res-
olution of blisters and 85% having some improve-
ment in their itch. Many responded quite rapidly.”4

Dupilumab is also being tested in a phase 3 
clinical trial, LIBERTY-BP (NCT04206553), for 
this indication, but study completion is a few years 
away, he added.

“A lot of this is very new literature, and some 
of it is not well known. However, it’s important to 
know because sometimes we are faced with dis-
eases where we need more options,” Rosmarin 
said. “We want treatments that are effective as 
well as safe for our patients, and knowing about 
these alternative uses allows us to provide them to 
patients and help them get better.”

Most dermatologists will face these rare cases 
at some point in practice, and awareness of these 
solutions better prepares them for their treatment 

plans, he added. Monitoring the FDA pipeline and 
clinical trials also opens a view toward broader 
uses on the horizon.

Turning to apremilast, an oral small molecule 
phosphodiesterase 4 (PDE4) inhibitor with a mul-
tilevel immunomodulating mechanism of action, 
Rosmarin catalogued its on-label uses in moderate 
to severe plaque psoriasis, active psoriatic arthritis 
in adults, and Behcet disease. “[In addition], there 
are case series of it being used for pyoderma gan-
grenosum, hidradenitis suppurativa, [and] seb-
orrheic dermatitis and also—one of my favorite 
uses—in lichen planus,” he said.

He pointed out other possible additions to 
the seborrheic dermatitis armamentarium: top-
ical roflumilast foam (ARQ-154; Arcutis Bio-
therapeutics), now in the phase 3 trial STRA-
TUM (NCT04973228), and topical crisaborole 
(Eucrisa; Pfizer), another PDE4 inhibitor that has 
been used off label for treating this.

“In terms of lichen planus, there are some 
patient cases demonstrating that apremilast can 
improve outcomes, and there’s also some evidence 
about the use of anti–IL-17 and anti–IL-23 biolog-
ics for lichen planus,” Rosmarin said.

In the dermatology space, anti–IL-17 is 
approved for psoriatic arthritis and psoriasis. A 
recent phase 3 trial (NCT03713632) examining 
patients with moderate to severe hidradenitis sup-
purativa with secukinumab (Cosentyx; Novartis), 
anounced positive primary end points in a press 
release, although the full results have not yet been 
published.” Rosmarin said. 

Similarly, anti–IL-23 therapy was useful in 
a case of pyoderma gangrenosum, which Ros-
marin noted can be a challenging disease to treat.

“The goal is for people to understand better 
the mechanism by which these medications work, 
so we have a broader view on how to treat some of 
these diseases off label,” he said.  

For full list of references and disclosures, see dermatologytimes.com.
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 High-risk cSCC FROM PAGE 1

Totonchy and her colleagues Chrysalyne D. 
Schmults, MD, FAAD, and Ashley Wysong, MD, 
MS, presented “Staging, Work-up and Manage-
ment of High-Risk Squamous Cell Carcinoma” 
at the 2022 American Academy of Dermatology 
Annual Meeting, held from March 25 to 29 in  
Boston, Massachusetts.1 

Schmults is a physician at Brigham and Wom-
en’s Hospital and an associate professor of derma-
tology at Harvard Medical School, both in Boston, 
and Wysong is the founding chair and William W. 
Bruce, MD, distinguished chair of dermatology in 
the Department of Dermatology at the University 
of Nebraska Medical Center in Omaha.

In their critical update on managing cSCC, 
the presenters noted that the disease can be strat-
i� ed as low risk or high risk, with the latter sub-
type having a propensity to be more advanced and 
aggressive.2 Features of high-risk cSCC include a 
depth of invasion greater than 2 mm, poor histo-
logic di� erentiation, high-risk anatomic location, 
perineural involvement, tumor recurrence, and 
patient immunosuppression.3

The presentation began with a key message 
that de� nitive standard of care when treating high-
risk cSCC has not yet been established. For exam-
ple, there are no guidelines on postoperative radia-
tion therapy, indications for immunotherapy, and 
postoperative follow-up. Despite these uncertain-
ties, surgical excision with Mohs micrographic 
surgery (MMS) does o� er known advantages over 
standard excision, according to the presenters.

EDUCATE, ENGAGE PATIENTS 
ON TREATMENT CHOICES
MMS cure rates are 97% for primary tumors and 
90% to 94% for recurrent tumors compared with 

92% and 77%, respectively, with standard exci-
sion. Although MMS o� ers lower risks of metas-
tasis and recurrence, it is not useful as a singular 
therapy in bone, parotid, or major intracranial 
nerve involvement, they said.

Cures rates for MMS decrease with tumor 
depth greater than 2 cm and in poorly di� erenti-
ated tumors.4 Treatment decisions are not unilat-
eral, and physicians should provide proper counsel 
so that patients can make informed decisions about 
their care, according to Schmults. “Having honest 
and kind conversations about the pros and cons of 
di� erent options is key,” she said. “For example, 
some people are willing to lose an eye or undergo 
adjuvant radiation to have a higher chance of cure, 
while others are not. Using percentage estimates of 
recurrence or progression risk based on available 
data helps patients to compare options.”

“No 2 patients are the same and I believe com-
munication is critical to determine the best treat-
ment plan for each patient,” Totonchy added.

Other treatment modalities for high-risk cSCC 
include radiation therapy and immunotherapy. 
However, there are no clear guidelines to sup-

port radiation therapy for node-negative cSCC, 
and radiation therapy as a primary treatment is 
not recommended, given the high risk of recur-
rence, according to the presenters. Radiation is 
indicated as a primary treatment for inoperable 
cases in which cSCC is unresectable, incompletely 
resected, or involves nerves extensively.5

The American Society for Radiation Oncology 
recommends the use of postoperative radiation in 
the following settings: evidence of gross perineu-
ral spread, high-risk tumors, desmoplastic or in� l-
trative tumors, immunosuppressed patients, and 
positive margins untreatable with further surgery, 
as well as in recurrent cases.6 However, further 
studies are needed—speci� cally, looking at the 
e�  cacy of radiation for cSCC with nerve involve-
ment and negative surgical margins.7 It has rela-
tively few contraindications but should not be used 
in patients who have genetic syndromes with a pre-
disposition to skin cancer or have connective tissue 
disorders, according to the guidelines. 

“One important takeaway is that high-risk 
[cSCC] must be treated with careful work-up and 
planning, given the higher risk of recurrence and 
metastasis that is often overlooked with nonmel-
anoma skin cancer,” Totonchy said. “The use of 
radiation therapy in the management of  [cSCC] 
is no exception to this idea.” 

Another modality for high-risk cSCC is 
immunotherapy, which boosts the body’s nat-
ural defenses to fight cancer. Currently, there 
are only 2 FDA-approved immunotherapies for 
locally advanced or metastatic cSCC not amena-
ble to curative surgery or radiation: pembroli-
zumab (Keytruda; Merck & Co) and cemiplimab 
(Libtayo; Sano�  and Regeneron Pharmaceuticals), 
which are part of a class of agents known as PD-1 

“Genomic advances, such as the 40-gene expression profi le test for [cutaneous squamous 
cell carcinoma], will help guide some of these decisions in the coming years.”
Ashley Wysong, MD, MS, Omaha, Nebraska

s kin cancer
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“In the next 1 to 5 years, there will be 
trial data emerging for neoadjuvant, 
adjuvant, combination, and 
intralesional therapies, some of which 
can be combined with surgery to, 
hopefully, augment surgical cure rates.”
Chrysalyne D. Schmults, MD, FAAD 
Boston, Massachusetts

  cases diagnosed annually in the 
United States, or 205 cases every hour
1.5million

advanced SCC cases diagnosed 
in the United States each year

40,000

    of all skin cancers, 
second most common
nonmelanoma skin cancer

20%
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skin cancer

inhibitors. The objective response rate for cemipli-
mab is 47%; for pembrolizumab, 34%. 

Innovations are expected soon in this rap-
idly growing area of cancer treatment. “Ongoing 
clinical trials are studying the e� ects of neoadju-
vant immunotherapy for locally advanced cSCC 
that may help increase disease speci� c survival,” 
Totonchy said.

Specifically, she said, neoadjuvant immu-
notherapy in locoregionally advanced resecta-
ble cSCC has shown promise in a pilot phase 2 
trial.8 This therapy could be considered in cases in 
which multiple, recurrent tumors were irradiated 
previously; a large tumor burden exists; in-transit 
metastasis is present; or the likelihood of clear sur-
gical margins is low, she noted.

ADVISE PATIENTS ABOUT PREVENTION
Treatment and management are only part of the 
shared decision-making process for patients with 
cSCC. Physicians should discuss prevention and 
prophylaxis, according to the session’s speakers. 

For cSCC prophylaxis, nicotinamide (vitamin 
B

3
) and acitretin show e�  cacy. In one study, results 

showed that nicotinamide led to a 30% reduction 
in new cSCCs at 12 months but lacked long-term 
safety.9-11A nationwide survey of Mohs surgeons 
revealed that most will prescribe the medication 
if a patient develops 2 or more cSCCs per year.9

Acitretin, a vitamin A derivative, was associated 
with an approximately 54% reduction in sSCCs 

at 2 years.For patients who do develop these high-
risk cSCCs, follow-up every 3 to 6 months for 2 
to 5 years is recommended, including a tumor 
site, nodal basin, and (if there is a history of nerve 
involvement) neurological examination. 

The presenters recommended a full-body 
skin examination every 3 to 12 months because 
the majority of cSCCs recur within 5 years. They 

suggested repeat imaging every 6 to 12 months 
for aggressive cases or those with extensive neu-
ral involvement.5 

Schmults remarked that the presentation high-
lighted “risk strati� cation for those who need sur-
veillance or additional treatment after surgery or, 
in extreme cases, in lieu of surgery,” a point that 
a� ects clinical practice today.

“Genomic advances, such as the 40-gene 
expression pro� le test for cSCC, will help guide 
some of these decisions in the coming years,” 
Wysong said.12 Genomic phenotyping of high-risk 
cSCCs also may help identify tumors at the high-
est risk of recurrence, metastasis, and disease-spe-
ci� c death, she added. 

Additionally, Totonchy added, “tumor genom-
ics will also continue to play a bigger role in man-
agement over the next 3 to 5 years.”

Totonchy’s forecast: “Additional areas of 
research to expect in the near future relate to devel-
oping expert guidelines regarding imaging lymph 
node basins and randomized control trials for sen-
tinel lymph node biopsy in high-risk SCC.” 

Schmults agreed, saying, “In the next 1 to 5 
years, there will be trial data emerging for neoad-
juvant, adjuvant, combination, and intralesional 
therapies, some of which can be combined with 
surgery to, hopefully, augment surgical cure rates.” 

The drug pipeline for these therapies is also 
robust.12

Another immune checkpoint inhibitor, 
nivolumab (Opdivo; Bristol Myers Squibb), is 
being investigated as a � rst line therapy in locally 
advanced or metastatic cSCC.13 An EGFR inhib-
itor, panitumumab (Vectibix; Amgen Inc) is also 
being investigated as a therapy for patients with 
advanced cSCC.14 There is also evidence to show 
that the combination of panitumumab and radia-
tion therapy synergistically a� ected response. 

The copresenters expressed hope that the 
information they o� ered would lead to improve-
ments in diagnosing, staging, and treating high-
risk cSCC and better patient outcomes. 

Disclosures 
Schmults received grants/researching funding fees from the American Society for 
Dermatologic Surgery; Castle Biosciences; Genentech; Infl aRx; International Soci-
ety for Dermatologic Surgery; Merck; National Comprehensive Cancer Network; 
National Institutes of Health; Novartis Pharmaceuticals; Regeneron; and Skin Can-
cer Consortium.

Totonchy reported no relevant fi nancial disclosures. 

Wysong received grants/research funding from Castle Biosciences.

For full list of references, see dermatologytimes.com.

By the Numbers Source: Squamous cell carcinoma overview. Skin Cancer Foun-
dation. Updated January 2022. Accessed April 1, 2022. https://www.skincancer.
org/skin-cancer-information/squamous-cell-carcinoma/

Quick TAKES

Neoadjuvant therapy shows promise in cutaneous 
squamous cell carcinoma, per pilot trial results.

No defi nitive standard of care 
exists for high-risk cSCC.

Genomic phenotyping may become a powerful 
tool for identifying the highest-risk tumors.

“Additional areas of research to expect in the near future relate to developing expert 
guidelines regarding imaging lymph node basins and randomized control trials for 
sentinel lymph node biopsy in high-risk [squamous cell carcinoma].”
Mariam Totonchy, MD, Seattle, Washington

Annual death rate of more than 

people in the United States
15,000

Up to

increase in incidence 
over past 30 years

200%
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skin cancer
Quick TAKES

Consider expanding the basic team with specialists, 
such as neurosurgeons or oculoplastic surgeons, 
for patients whose cases require specific expertise.

Determine who will have the final decision-making power, how 
often the team will meet, and how long members will engage in 
patient management after the initial regimen is established.

Look for alignment when assessing 
surgery suitability, tolerability and 
durability of traditional medications.

Optimize Co-management 
Planning to Combat 
Advanced BCC
MARY SCOVIAK | Managing Editor

B rent Moody, MD, FACP, FAAD, a der-
matologic surgeon with Heritage Med-
ical Associates in Nashville, Tennes-
see, and Kent Shih, MD, a medical 

oncologist at Tennessee Oncology in Gallatin, 
provided step-by-step guidance for multidis-
ciplinary management of patients with locally 
advanced basal cell carcinoma (BCC) in this 
summary of a March 27, 2022, presentation in 
the product theater at the American Academy of 
Dermatology 2022 Annual Meeting.1,2 

He also pointed to data showing that incom-
plete excision increases the likelihood of BCC 
recurrence 27% vs 6% in cases with complete 
excision.3 “Progression of advanced BCC can 
cause significant invasion of surrounding tis-
sue or, more rarely, nodal or distant metasta-
sis,” Moody noted.4  

SET GROUND RULES FOR TEAM BUILDING
Because of the aggressive growth pattern of the 
disease and the risks involved, Moody recom-
mended a multidisciplinary approach to creating 
and executing a comprehensive care plan. Citing 
American Academy of Dermatology Guidelines, 
he advised including a dermatologist, radiation 
oncologist, medical oncologist, Mohs surgeon, 
pathologist, physician assistant or nurse practi-
tioner, pharmacist, and other surgical oncologists 
on the care team.5

Moody and Shih stressed the importance 
of establishing a workable framework for team 
members even before the first meeting. Initial 
discussions with prospective members should 
address how each physician would partner in 
decision-making, how often the group would 
meet during assessments and initial treatment 
planning, and how long they would be involved 
in the patient’s care after establishing a care plan.

CO-MANAGING SYSTEMIC THERAPIES
Collaborative approaches can be highly benefi-
cial in determining patients’ candidacy for sur-
gery or radiation as well as finding options for 
those who are not appropriate candidates for 
Hedgehog inhibitor therapy or already discon-
tinued it, according to Moody. “Systemic ther-
apies can play a critical role in their manage-
ment,” he said. 

Shih added that a cross-disciplinary team of 
specialists also broadens perspectives on how 
and when to start these therapies; what the treat-
ment goals should be, whether that means cure, 
stable disease, or palliative care; how tolerability 
issues should be addressed; and, depending on 
outcomes, if or when certain treatments should 
be discontinued.

This approach can be particularly important 
in shared decision-making for diseases such as 
advanced BCC with limited treatment options. 
Surgery is not always a consideration, depend-
ing on factors ranging from multiple recurrences 
or disease progression after previous operations 
to number of tumors. Also, Moody and Shih 
noted that more than 90% of patients ultimately 
stop Hedgehog inhibitors because of intolerabil-
ity of adverse effects, such as hair loss and mus-
cle and disease progression, or their decision to 
withdraw.6-9

Specialty-spanning expertise can play a role 
in evaluating new therapies. For example, cemi-
plimab (Libtayo; Sanofi and Regeneron Phar-
maceuticals) may offer a choice for patients with 
advanced BCC who failed traditional solutions, 
according to Moody and Shih. This FDA-ap-
proved antibody blocks the PD-1 pathway, which 
helps reactivate the T-cell receptor and restores 
antitumor activity.10

When evaluating outcomes of drugs new to 
the armamentarium, “it helps to have the multi-
disciplinary team’s alignment,” according to 
Shih and Moody. For advanced BCC, that means 
prioritizing not only efficacy and safety but also 
durability, they said. “Collaboration can be key 
to curating the right treatment to the right patient 
on every level,” they concluded. 
Disclosures
Moody and Shih presented at the product theater, and were compensated for par-
ticipation. Sponsored by Regeneron and Sanofi Genzyme.

For full list of references, see dermatologytimes.com.

IDENTIFY WHICH  
PATIENTS ARE AT RISK
Moody opened the presentation with 
an overview of clinical factors that in-
crease the risk of recurrence in patients 
with BCC2:

  Location: Facial “mask” areas, 
genitals, hands, and feet, as well 
as upper face, scalp, neck, and 
pretibial area

  Size: 220 cm on trunk and 
extremities

  Pathology: Poorly defined borders, 
aggressive growth pattern,2 
perineural involvement

  History: Recurrent disease, prior 
radiology

  Other: Immunosuppression

SUBSCRIBE FOR PRACTICAL TIPS 
AND VALUABLE RESOURCES.
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40 Special Report: 
Melanoma Awareness

Ratio of United States adults who 
will develop skin cancer by age 701

Every hour in the United States, 1 person dies from mela-
noma, making it the deadliest skin cancer.1 This statistic is 
especially devastating because, if detected early, melano-
ma has a 5-year survival rate of 99%.2

Physician and patient education is critical to bridging this 
potentially lethal knowledge gap. To both address that need 
and recognize Skin Cancer Awareness Month, this May 
issue of Dermatology Times® features a melanoma tool kit. 
Learn more about the data, research, and other develop-
ments taking aim at this life-threatening skin disease.

� is could be one of melanoma’s deadliest 
years. According to recent research from 
the American Cancer Society, the death 
rate is expected to increase by 6.5% in 2022.4

� e Skin Cancer Foundation forecasts 
that an estimated 197,700 cases of melano-
ma will be diagnosed in the United States 
in 2022, with a projected 97,920 in situ and 
99,780 invasive.1 Of the invasive cases, 
57,180 will be in men; 42,600, in women.2

Sun protection is key to prevention. To 
encourage patients to buy in, share these 
statistics: 

•  � e average person’s risk of melanoma 
doubles if they have been sunburned 
more than 5 times.5

•  Risk doubles with at least 1 blister-
ing sunburn during childhood or 
adolescence. 

•  Each year, approximately 10% of 
patients with melanoma die from 
the disease.

By Linda Stocum, Associate Editor

� e Stats: 
Melanoma in Skin of Color

71% vs 93% 
5-year survival rate of Black patients compared 
with White patients1

52%, 26%, & 16% 
respective rates of non-Hispanic Black, Hispanic, and 
non-Hispanic White patients receiving initial diagnosis 
of advanced-stage disease2

60%-75% 
proportion of tumors that develop in cells of palms, soles, 
mucous membranes, and nail regions (nonexposed, less 
pigmented areas of skin) of Black, Asian, and Native 
Hawaiian patients3

REFERENCES

1. American Cancer Society. Cancer facts & fi gures 2022. Accessed April 13, 2022. h� ps://
www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/
annual-cancer-facts-and-fi gures/2022/2022-cancer-facts-and-fi gures
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� is could be one of melanoma’s deadliest 
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Patients need to know they can take control. Walk 

them through the American Academy of Dermatology’s 
list of ways to reduce risk6:

•  Stay in the shade instead of direct sunlight, particu-
larly between 10 AM and 2 PM.

•  Wear clothing that o� ers sun protection, like long-
sleeved shirts and long pants, and has an ultravio-
let protection factor (UPF) label. � e 3 factors that 
a� ect the protection o� ered by non–UPF-labeled 
clothes are coverage, material, and color. � e greater 
the coverage, the tighter the weave, and the darker 
or brighter the color, the be� er the protection.7

•  Use broad-spectrum, water-resistant sunscreen of 
SPF 30 or higher, and reapply every 2 hours. Broad-
spectrum sunscreen protects against both UV-A and 
UV-B rays. 

•  Be cautious around refl ective surfaces like wa-
ter, snow, and sand, which can increase the risk of 
sunburn. 

•  Avoid tanning beds; consider using a self-tanning 
product instead. 

•  Perform regular skin self-exams. 
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The Takeaways:  
Survival Rates for Patients 
With Melanoma

93%  average 5-year survival rate for 
US patients with all stages of 
melanoma

5%  increased risk of death for patients 
with stage I melanoma treated 31-59 
days after biopsy vs those treated 
within 30 days—jumps to 41% when 
treatment starts more than 119 days 
post biopsy

68%  survival rate for melanoma 
that reaches the lymph nodes—
falls to 30% when disease 
metastasizes to distant organs

Source: Skin cancer facts & statistics. The Skin Cancer 
Foundation. Accessed April 13, 2022. https://www.skincancer.org/
skin-cancer-information/skin-cancer-facts/

Check Sunscreens  
for UV-A and UV-B
In a Dermatology Times® article about his presen-
tation at the 2022 American Academy of Derma-
tology Annual Meeting, David E. Fisher, MD, PhD, 
chief of the dermatology service and director of the 
melanoma program and the Cutaneous Biology  Re-
search Center at Massachusetts General Hospital in 
Boston, said, “We were able to study this specifical-
ly in genetic models in mice and, strikingly, found 
that UV-A has a very strong melanoma-promoting 
action—specifically, by interacting with pheomela-
nin and causing mutations.”8

Although chemical sunscreens can be useful in 
blocking UV-B rays, sunscreens should also protect 
against UV-A rays, according to Fisher. “New prior-
ity should be given to adding good UV-A protection 
in our sunscreens, and this must be balanced with 
the safety of the ingredients for use. This will be a 
balancing act for the FDA,” he said. 

Clinical trials are looking at not only better strat-
egies to combat melanoma but also ways to detect 
skin cancer earlier and better treat the disease. 

Clinical Trials: Next-Up News
Which drugs and treatment techniques will make 
headlines this year in the fight against melanoma? 
Here are some clinical trials to watch.

Investigators from Oregon State University Col-
lege of Pharmacy looked into the potential of a 
vaccine that would stimulate production of a pro-
tein key to the skin’s antioxidant network to fight 
skin cancer.9 They made discoveries regarding the 
body’s defense mechanisms and more. Read online 
or check out our feature story in the April issue of 
Dermatology Times®.

A UK trial examined whether the neutrophil to 
lymphocyte ratio is a useful inflamma-
tory biomarker in skin cancer prognosti-
cation.10 Researchers from the Univer-
sity of Leeds analyzed melanomas and 
pinpointed the most important prognos-
tic factor: sentinel lymph node status. 

Read the 
full study 

online. 

Is Melanoma Overdiagnosed?
A recent cohort study of melanoma cases from 1975 
to 2014 tackled the question “What proportion of 
melanoma cases among White patients in the United 
States reflects overdiagnosis?” and compared the re-
sults with those of Black patients. The investigators 
concluded that melanoma may be considerably over-
diagnosed in White patients. The findings sparked 
controversy among many dermatologists, but this 
isn’t the specialty’s only melanoma-related debate.11 

Controversy:  
Skin Cancer Screenings
As in any medical field, there is debate on how physi-
cians should be treating patients. Although there’s 
no doubt that detecting melanoma at the earliest 
stage possible increases odds of survival, dermatol-
ogists disagree regarding which screenings repre-
sent the best method of care. 

During a presentation at the 2022 American 
Academy of Dermatology Annual Meeting, held 
March 25 to 29 in Boston, Massachusetts, Jason Bok 
Lee, MD, professor, medical director, and clinical 
vice chair of the Jefferson Dermatopathology Cen-
ter, and director of the dermatopathology fellow-
ship and the Jefferson Pigmented Lesion Clinic, at 
Thomas Jefferson University Hospital in Philadel-
phia, Pennsylvania, argued against skin cancer 
screening.12

“There is strong epidemiologic evidence of over-
diagnosis that our specialty cannot ignore, and 
continuing the current strategy will only magnify 
the trend of overdiagnosis,” Lee said. He contended 
that the current environment instigates overdi-
agnosis and feeds physicians’ fears about missing 
melanomas. In his experience, the available tests 
detect large irregularities, and the diagnostic gold 
standard is highly subjective. 

On the other hand, Laura Ferris, MD, PhD, FAAD, 
a professor of dermatology at the University of 
Pittsburgh Medical Center and director of clini-
cal trials in the Department of Dermatology, with 

a focus on skin cancer, argued in favor of screen-
ing. Although there are no clear guidelines to help 
dermatologists determine who would benefit most 
and how often screening should be done, the advan-
tages cannot be ignored, she noted. For one, she said, 
a dermatologist can detect thinner 
melanomas than those found by pa-
tients—important because thickness 
can be a predictor of melanoma surviv-
al. A target screening program would 
also be useful for physicians, she said. 
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States With the Highest Number 
of New Skin Cancer Cases 

States Ranked by New 
Melanoma Cases  
per 100,000 People

1. Utah: 40.8 
2. Minnesota: 37.2 
3. Vermont: 35.5 
4. Nebraska: 30.8 
5. South Dakota: 29.9

UT

SD

NE

MN
VT

Source: Cancer statistics at a glance. Centers for Disease Control and 
Prevention. June 2021. Accessed April 13, 2022. https://gis.cdc.gov/
Cancer/USCS/#/AtAGlance/
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Aesthetic dermatologists need to use their judgment 
regarding when and how to say no to patients.

Biostimulating fillers may be more effective 
in skin of color than in lighter skin types.

Aging in skin of color is less about 
wrinkling and more about fat loss.

Aesthetics in Skin 
of Color: Pearls and 
Precautions
KEITH LORIA | Staff Correspondent

T reating the medical dermatologic 
needs of people of color requires 
expertise in recognizing variations 
that can affect outcomes, from diag-

nosis to management. Best-practice fundamen-
tals still apply, but optimizing cosmetic proce-
dures on darker phototypes poses challenges, 
according to Pearl E. Grimes, MD, FAAD, 
director of The Grimes Center for Medical and 
Aesthetic Dermatology and The Vitiligo and 
Pigmentation Institute of Southern California, 
both in Los Angeles, and a member of the Der-
matology Times® editorial advisory board

“If you look at treating acne or atopic derma-
titis in skin of color, there are similarities in the 
protocols among all racial or ethnic groups,” said 
Grimes, who served as moderator for a session 
on aesthetics in skin of color at the 18th Annual 
Skin of Color Society Scientific Symposium.1 
“But aesthetics is a different beast. We dermatol-
ogists need to know the differences, and we have 
to know our boundaries.”

That starts with basics such as photoprotec-
tion. “When you look at differences between dark 
skin vs lighter skin, dark skin has an SPF of 13, 
whereas if you look at lighter skin, it’s an SPF of 
3.4,” Grimes said. “This really is a major factor 
in some of the morphologic, physiologic differ-
ences we see.” 

She cited research conducted by Procter & 
Gamble on dermatomyositis, in which investiga-

tors compared aesthetic procedures performed on 
African American women vs Caucasian women.2 
Her presentation highlighted examples of the 
2 groups’ marked differences, including signs 
of aging. Comparing images of two 80 year-old-
women, one with dark skin and the other with 
light skin, Grimes pointed out that the latter’s skin 
showed fine, coarse lines whereas the former’s skin 
showed more volume loss. 

Summarizing the advantages of darker photo-
types, Grimes noted that individuals in this pop-
ulation have enhanced protection from the sun 
and decreased frequency of skin cancer. How-
ever, they also face challenges compared with 
lighter-skinned individuals, she said. For exam-
ple, the presence of more melanin affects the 
body’s ability to synthesize vitamin D. People of 
color also grapple with concerns such as keloids 
and pigmentary disorders.

Grimes also referenced findings of a global 
study of approximately 4000 women, which 
revealed that more than 30% of Caucasian women 

reported the most signs of aging from 40 to 49 
years, whereas Black women did not report those 
signs until they were past age 60.3 

“These are data that I have been following for 
the past 10 years,” Grimes said, adding that she 
has seen a steady increase in procedures in skin 
of color: “When I started following these data, 
skin color was at 19%; the latest data have it now 
at 32%.”4 

She predicted the numbers will continue to 
rise because of visibility, social media, and the 
population at large being increasingly interested 
in aesthetics. 

Following her presentation, Grimes explored 
key issues regarding aesthetics in skin of color with 
panelists Cheryl Burgess, MD, FAAD, founder, 
medical director, and president of the Center for 
Dermatology and Dermatologic Surgery in Wash-
ington, DC, and Janiene Luke, MD, FAAD, asso-
ciate professor and residency program director in 
the Department of Dermatology at Loma Linda 
University in California.

18th Annual Skin of Color 
Symposium Coverage

“I would avoid ablative lasers and intense pulsed light devices on 
darker skin types [because of pigmentary/discoloration concerns]. 
Overall, it’s best to avoid anything done to excess.”
Pearl E. Grimes, MD, FAAD, Los Angeles, California
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“As we move forward, I think it’s important to be included in the studies and also in the 
research and development of devices that we can use safely in patients with skin of color.” 
Janiene Luke, MD, FAAD, Loma Linda, California

Opening the dialogue, Grimes asked, “If we 
look at where we stand today in advancements in 
the state of cosmetic surgery, do we think we’ve 
done a good job? Are we happy? Do we need to 
do more?”

In Burgess’ view, the 
answer to the last ques-
tion is a de� nitive yes. “I 
conduct a lot of research. 

What I’ve found is that we 
can � ll and tighten many 
times over,” she said. 
“However, the tablecloth 

is only going to look like the table underneath. We 
need more research involving bone reconstruction 
and remodeling.” 

Luke agreed, adding that, from her standpoint, 
aesthetics for women of color is “in a good place, 
and the future looks very bright in the segment.” 
However, there is always room for improvement, 
she said: “As we move forward, I think it’s impor-
tant to be included in the studies and also in the 
research and development of devices that we can 
use safely in patients with skin of color.” 

Grimes’ second talking point for the panel 
referred to her slide on the morphologic, physi-
ologic di� erences of how darker skin ages. “I tell 
my patients � llers are like a facelift in a syringe for 
darker skin types. What are your favorite go-to 
tools for antiaging?” she asked.

“I like all of the tools for anti-aging,” Burgess 
said. “When we look at aging in skin of color, 
there’s more sinking and sagging vs wrinkling. 
That’s a lot of fat loss, and � llers work very well 
in enhancing the volume loss. But at the same 
time, you can only put so much � ller in the skin.  
We have to incorporate tightening of the skin. 
It’s even more practical to start younger in tight-
ening the skin and encouraging skin tightening  
procedures for the younger population who are  
already reading about noninvasive injectables for 
anti-aging.” 

Luke recommended taking more of a pan- 

facial approach to rejuvenation. In her practice, 
“a younger patient population of women are com-
ing in looking for laser procedures, microneedling, 
neuromodulators, and non-ablative resurfacing,” 
she said. “Whatever the patient is coming in for, 
I try to take a well-rounded treatment approach.” 

When asked to compare di� erent � llers and 
how she decides which to use, Burgess noted that 
biostimulating products do well because skin of 
color has more reactive collagen. “In some of the 
studies I’ve conducted, skin of color may require  
less � ller sessions or need 2 treatments as opposed 
to 3 for [Fitzpatrick] skin types 1, 2 and 3,” she 
added.

Grimes presented a list of cosmetic proce-
dures she classi� ed as “go slow and no,” discuss-
ing those that perform well on skin of color vs 
those that require caution or avoidance. The “go” 
list included microdermabrasion, chemical peels 
(staying in the super� cial range), microneedling 
with platelet-rich plasma, laser hair removal, and 
fat reduction. 

She noted some cautions about lasers. “Lasers 
can be tricky,” Grimes advised. “For example, I 
would avoid ablative lasers and the intense pulsed 
light devices on darker skin types [because of pig-
mentary/discoloration concerns]. Overall, it’s best 
to avoid anything done to excess.

“It’s always about e�  cacy, outcomes, and min-
imizing the list of complications,” Grimes contin-
ued. “Sometimes we must say absolutely no to 
requested procedures. You cannot be de� ned by 
what you see on social media; most of it is far from 
real. However, we [dermatologists] do have the 
capacity to change the lives of people of color.”

MANAGE EXPECTATIONS
Grimes next addressed the topic of the rise in 
younger people desiring treatment, and social 
media’s in� uence, such as creating the desire to 

improve every little imperfection. “How do we 
establish boundaries?” she asked. “Are these just 
cases of body dysmorphic [disorder]?” 

Burgess noted social media’s “faddish, very 
short-term” topics. Initially, she said, many 
requests were based on social media in� uencers; 
now they are driven by TikTok sensations and 
other trends, and she’s not afraid to tell patients no. 

“If it’s not indicated, I wouldn’t do it,” Bur-
gess said. “Sometimes it’s facial shaping in younger 
people, but in older people, it may be volumizing. 
Dermatologists have to use logic. Physicians have 
to use common sense because there are a lot of peo-
ple out there who are never satis� ed.” 

“Don’t let the patient force your hand—that’s 
the key,” Burgess said. “Patients will come in tell-
ing you what they want. You have to be astute and 
knowledgeable that the procedure isn’t for them.” 

At her university, Luke trains residents to help 
patients embrace the goal of looking like the best 
version of themselves. “I’m very frank with people 
about what I can do with these procedures,” Luke 
said. “If I feel like their expectations are unrealis-
tic, I’ll tell them that the devices in my hand may 
not give them the results [they] want. And some-
times you do have to say no. I won’t go past my 
level of comfort.”

Both panelists said they are comfortable 
sending patients away, and Grimes agreed. The 
trio talked a bit about the industry’s underbelly: 
Patients eventually can � nd someone to say yes, 
but poor results can range from an unfortunate but 
temporary over� lled lip to a tragic outcome. One 
such case is the death Donda West, the mother of 
superstar Ye (commonly known by his birth name, 
Kanye West); in 2007, she died following cosmetic 
surgery that other physicians would not do. “If 
your gut tells you no, don’t do it,” Grimes said. 

Turning the discussion to favorite peels, Bur-
gess said she works with a range of products but 
frequently uses Jessner’s for dyschromia. Luke said 
she also has found that Jessner’s and a SkinMedica 
peel with a retinol solution produce positive out-
comes for skin of color.

“We try to walk through all the di� erent pro-
cedures, so [patients] know what to expect and 
then are happy with their results,” Luke said. She 
added that it’s important to build a strong rapport 
with patients so that they will seek help for any 
complications. 
For full list of disclosures and references, see dermatologytimes.com.

“The tablecloth is only going to 
look like the table underneath. 
We need more research 
involving bone reconstruction.”
Cheryl Burgess, MD, FAAD 
Washington, DC

PROPORTION OF AESTHETIC PROCEDURES 
PERFORMED ON RACIAL OR ETHNIC 
MINORITIES, PER RECENT FINDINGS
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A recent comprehensive review of 
platelet-rich plasma (PRP) uses in 
dermatology included 73 studies.

Findings related to alopecia showed 
greater success with PRP treatment 
combined with minoxidil.

PRP preparation and administration best 
practices must be established for future 
studies to allow definitive conclusions.

Emergent Applications for 
Platelet-Rich Plasma
SANDRA FYFE | Staff Correspondent

P latelet-rich plasma (PRP) treatment, 
which is increasingly popular in derma-
tology, involves centrifugation of whole 
blood to produce concentrated platelets 

in a plasma solution.1 Its ability to heal and regen-
erate tissue makes it a desirable option for many 
well-established dermatologic issues. But what 
about emerging uses? 

For a comprehensive review that was recently 
published in the Journal of Clinical and Aesthetic 
Dermatology, Christopher White, DO, FAAD, 
of Dermatology Partners in Strongsville, Ohio, 
and colleagues explored emerging applications 
for PRP to broaden its clinical use. The team 
searched PubMed in April 2020 to identify and 
summarize studies published between 2000 and 
2020 on emergent PRP uses. “These studies were 
reviewed to synthesize collection methods, treat-
ment schedule, adverse effects, and the impact of 
therapy for new and emerging uses for PRP,” the 
authors wrote. They looked for treatment out-
comes for nail disorders, lichen sclerosus, plaque 
psoriasis, alopecia, pigmentary disorders, and 
leprosy-induced peripheral neuropathy, as well as 
skin rejuvenation and scar revision.

To focus on emergent uses in dermatology, 
the investigators looked for subjects with prelimi-
nary literature, which was defined as fewer than 30 
studies on the topic. They excluded uses of PRP 
that had more than 30 clinical studies, such as for 
androgenetic alopecia and wound healing.

The review included 73 studies selected for 
design, participant characteristics, method of 
PRP preparation and delivery, treatment sched-
ule, comparisons, and clinical outcomes.1 White 
and colleagues reported the following delivery 
methods: topical application to intradermal, deep 
dermal, subdermal, subfollicular, subcutaneous, 
perineural, and intramatricial injection. “Forty-five 
studies had a treatment group with PRP mono-
therapy, while 35 studies had a treatment group 
with PRP in combination with either micronee-
dling (n = 0 studies), fractional laser resurfacing 

(n = 17 studies), subcision (n = 3 studies), micro-
dermabrasion (n = 1 study), excimer laser (n = 1 
study), NV-UVB (n = 1 study), methotrexate (n 
= 1 study), or intralesional corticosteroids (n = 1 
study),” the authors wrote.

Of the 24 studies on skin rejuvenation, PRP 
was used as monotherapy in 19 studies, combined 
with fractional laser resurfacing in 4, and used 
with microneedling in 1 study. For monotherapy, 
improvement from baseline was seen in at least 1 
clinical outcome, with 13 outcomes reporting sig-
nificant P values. According to study investiga-
tors, PRP resulted in improvements in “skin color 
homogeneity, redness, texture, firmness, wrinkles, 
pores, elasticity, barrier function, and capacitance 
compared to baseline.” Results of all 13 studies that 
reported on patient outcomes revealed increased 
satisfaction. Patient-reported outcomes were simi-
lar for PRP plus fractional laser resurfacing.

The review included 20 studies on scar revi-
sion: 10 in conjunction with fractional laser ther-
apy; 8, with microneedling; 1, with microneedling 
and subcision; and 1, with subcision. Investiga-
tors noted that the studies mostly targeted atrophic 
acne scarring, with 2 examining posttraumatic 
and varicelliform scars. From this, investigators 
reported positive clinical outcomes and patient 
satisfaction, with statistically significant improve-
ments in the use of PRP treatment.

Alopecia was explored in 5 studies, with inves-
tigators reporting greater success with PRP injec-
tions plus minoxidil. For alopecia, “PRP showed 
improvement compared to baseline, controls, and 
standard therapies,” White and colleagues said.

Four studies examined PRP’s use in disorders 
of pigmentation, and 6 looked at its use for lichen 
sclerosus, reporting statistically significant clini-
cal outcomes and patient satisfaction. In addition, 
investigators noted anecdotal evidence of PRP 
benefits for leprosy peripheral neuropathy and 
nail dystrophy.

In a joint email interview with Dermatol-
ogy Times®, Matt Leavitt, MD, FAAD, execu-

tive chairman and founder of Advanced Der-
matology and Cosmetic Surgery in East Green-
wich, Rhode Island, and Spencer Hawkins, MD, 
FAAD, also of Advanced Dermatology and Cos-
metic Surgery, who were not affiliated with the 
review, said that the takeaway for providers is that 
“PRP shows promise in treatment for a wide range 
of dermatologic conditions beyond wound healing 
and androgenic alopecia.” These include alopecia 
areata, scarring alopecia, scars, pigmentary disor-
ders, and lichen sclerosus; it may also be of benefit 
with skin rejuvenation, they said. Best practices for 
PRP in these less common uses remain unestab-
lished, Leavitt and Hawkins said, and additional 
focused research is needed before wider adoption 
of PRP treatment. “The lack of standardization in 
PRP preparation and administration significantly 
limits our ability to make comparisons between 
studies,” Leavitt and Hawkins said. “PRP prepa-
ration and administration best practices should 
be established to help draw definitive conclusions 
from future studies.” 

The studies in the review should not serve as 
guidelines but instead be used as starting points 
for further comparative research. “For each poten-
tial application, the optimal means of prepara-
tion, such as the number of centrifugation steps 
and speed, presence of an anticoagulant, and pres-
ence of an activator, need to be established, as well 
as the appropriate means of administration: intra-
dermal, subdermal, subcutaneous, topical, or top-
ical with microneedling/fractional ablative laser,” 
they explained. They also emphasized the need for 
establishing an optimal treatment timeline. “Sta-
tistically significant improvement does not neces-
sarily mean clinically meaningful improvement, 
especially when these treatments are expensive 
and often not covered by insurance,” they said. “... 
for a less common indication, it’s critical to return 
to the literature to best estimate the potential for 
clinically significant improvement on a patient-by-
patient basis.” 
For disclosures and full list of references, see dermatologytimes.com.
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pigmentary disorders

V itiligo’s cause is unknown, but its 
detrimental e� ect on patients’ qual-
ity of life is clear.1 Medications for 
this skin disease may work slower 

than patients anticipate, causing them to feel 
hopeless, according to Pearl E. Grimes, MD, 
FAAD, a clinical professor of dermatology at 
the David Ge� en School of Medicine at UCLA 
and founder and director of the Vitiligo and 

Pigmentation Institute of Southern California 
in Los Angeles.

Discouraged patients may give up and quit 
treatment, creating tension in their relationship 
with their physician, Grimes continued. “So 
many patients that I see come in with the mind-
set that there is going to be a quick � x for vitiligo. 
When they don’t see changes in perhaps 2 weeks 
or 4 weeks, they abandon treatment,” she said.  

But the future—possibly the very near 
future—holds promise. Treatments in the pipe-
line o� er quicker results and a relatively safe 
pro� le; there’s even hope of one day � nding a 
cure for this disease, said Seemal Desai, MD, 
FAAD, an assistant professor in the Depart-
ment of Dermatology at UT Southwestern and 
founder and director of Innovative Dermatol-
ogy in Dallas, Texas. But meanwhile, unmet 
needs remain, Grimes and Desai agreed. 

The drugs’ di� erent mechanism of action 
will tackle in� ammation, perhaps by target-
ing inf lammatory cytokine pathways and 
increasing production of melanocytes, Desai 
said. “I think the mechanism [of action] helps 
to explain and [helps us] better understand 
the pathophysiology of the disease,” he said. 
Approval of the first such treatment for vit-
iligo may be imminent: Ruxolitinib cream 
1.5% (Opzelura; Incyte), a topical Janise kinase 
(JAK) inhibitor, initially had a Prescription 
Drug User Fee Act (PDUFA) date of April 18, 
2022, but has since been extended 3 months 
to July 18, 2022.2,3 

Patients who have active unstable disease or 
chronic and refractory disease or have head and 
neck involvement are ideal candidates for the 
new medications. Desai emphasized that these 
treatments, especially JAK inhibitors, are meant 
for speci� c disease states. “These aren’t going 
to be the type of product in…a 1-pound jar 
that patients can slather [on from] head to toe,” 
he said. Instead, they are meant to be used in 
conjunction with other therapies such as oral 
antioxidants, systemic steroids, and narrow-

LINDA STOCUM | Assistant Editor

Ruxolitinib cream 1.5% may soon be the fi rst FDA-approved treatment for 
repigmentation of vitiligo. Experts share what dermatologists need to know 
regarding effi cacy, safety, and cost of this topical drug.

Vitiligo’s Emerging 
Drug Pipeline

Ruxolitinib cream 1.5% is poised to become 
the fi rst FDA-approved vitiligo treatment. 

New treatments are safe and highly 
effective but also expensive.

Vitiligo is gaining recognition as a 
medical condition, not a cosmetic issue.

To learn more, scan or visit 
UnderstandAlopeciaAreata.com

Pfi zer is a leader in 
immuno-infl ammation 
and is working 
to gain a deeper 
understanding of AA—
its pathophysiology 
and the role of the 
JAK/STAT pathway.

References: 1. Simakou T, Butcher JP, Reid S, Henriquez FL. Alopecia areata: a multifactorial autoimmune condition. J Autoimmun. 
2019;98:74-85. 2. Meah N, Wall D, York K, et al. The Alopecia Areata Consensus of Experts (ACE) study: results of an international 
expert opinion on treatments for alopecia areata. J Am Acad Dermatol. 2020;83(1):123-130. 3. Aldhouse NVJ, Kitchen H, Knight S, et al. 
“‘You lose your hair, what’s the big deal?’ I was so embarrassed, I was so self-conscious, I was so depressed:” a qualitative interview 
study to understand the psychosocial burden of alopecia areata. J Patient Rep Outcomes. 2020;4(1):76. 4. Mesinkovska N, King B, 
Mirmirani P, Ko J, Cassella J. Burden of illness in alopecia areata: a cross-sectional online survey study. J Invest Dermatol Symp 
Proc. 2020;20(1):S62-S68. 5. Liu LY, King BA, Craiglow BG. Health-related quality of life (HRQoL) among patients with alopecia areata 
(AA): a systematic review. J Am Acad Dermatol. 2016;75(4):806-812. 6. Colón EA, Popkin MK, Callies AL, Dessert NJ, Hordinsky MK. 
Lifetime prevalence of psychiatric disorders in patients with alopecia areata. Compr Psychiatry. 1991;32(3):245-251. 7. Vélez-Muñiz 
RDC, Peralta-Pedrero ML, Jurado-Santa Cruz F, Morales-Sánchez MA. Psychological profi le and quality of life of patients with alopecia 
areata. Skin Appendage Disord. 2019;5(5):293-298.
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AA is an autoimmune 
disease driven by an 
attack at the hair follicle, 
leading to hair loss.1,2

AA can have a 
considerable impact on 
the quality of life and 
emotional well-being of 
patients.3-7

AA is an autoimmune 

It’s time to fi ll in the gaps in our 
understanding of alopecia areata (AA).

Source: Incyte announces full results from phase 3 true-v program evaluating ruxolitinib cream (Opzelura) in patients with vitiligo. Incyte. Press release. Published 
October 2, 2021. Accessed November 11, 2021. https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Full-Results-From-Phase-3-
TRuE-V-Program-Evaluating-Ruxolitinib-Cream-Opzelura-in-Patients-With-Vitiligo/default.aspx

Source: Incyte announces full results from phase 3 true-v program evaluating ruxolitinib cream (Opzelura) in patients with vitiligo. Incyte. Press release. Published 
October 2, 2021. Accessed November 11, 2021. https://investor.incyte.com/press-releases/press-releases/2021/Incyte-Announces-Full-Results-From-Phase-3-
TRuE-V-Program-Evaluating-Ruxolitinib-Cream-Opzelura-in-Patients-With-Vitiligo/default.aspx

CLINICAL DATA CONSIDERATIONSCLINICAL DATA CONSIDERATIONS
To decide whether to approve ruxolitinib cream 1.5% to treat vitiligo, the FDA is 
examining data from the phase 3 TRuE-V study (NCT04057573)2:

improvement from baseline in 
total-body VASI and a Vitiligo 
Noticeability Scale response with 
ruxolitinib cream vs vehicle. Patients 
also experienced a signifi cant 
improvement in facial body 
surface area with ruxolitinib cream 
compared with the vehicle. 

A higher proportion 
of patients achieved at least

50%30%
Almost

(29.9%) of patients treated with 
ruxolitinib cream reached the 
primary end point: at least 75% 
improvement from baseline in 
the facial Vitiligo Area Scoring 
Index (VASI) at week 24.

of patients treated with 
ruxolitinib cream achieved 
50% improvement, and 
more than 15% achieved 
90% improvement.

More than 

51%

DermatologyTimes®MAY 2022

46

ku
m

e1
11

00
0/

St
o

c
k.

A
d

o
b

e.
c

o
m



pigmentary disorders

band UV-B for targeted phototherapy. Grimes 
agreed with Desai’s comments, adding that 
she does not think ruxolitinib 1.5% cream will 
replace current treatments, which, when used 
in combination—particularly for lesions on the 
face and neck—do work. The issue, she con-

tinued, is how the role of existing treatments 
might change. “My guess is that we will use 
these drugs as a primary and as a secondary 
approach,” Grimes said. 

Other treatments on the horizon are IL-15 
and CXCL10 blockades and other more selec-

tive JAK inhibitors, such as TYK and TEC 
inhibitors, Desai said.4,5 

The broadening treatment horizon raises 
a burning question: Will these treatments be 
affordable and accessible? Grimes said the 
drugs have the potential to be expensive and, 
if not covered by insurance, cost prohibitive. 
Many physicians will have to work with insur-
ance carriers to help patients get ruxolitinib 
covered, she said. 

Grimes is hopeful that vitiligo will soon have 
a robust armamentarium, mirroring that of pso-
riasis, and shares Desai’s hope of a cure.

For more details, visit dermatologytimes.
com, where Grimes and Desai discuss onboard-
ing patients, the risks and rewards of treat-
ments, safety signals to heed when beginning a 
new regimen, and what the latest in research. 
References
1  Vitiligo. American Osteopathic College of Dermatology. Accessed April 7, 2022. 

https://www.aocd.org/page/Vitiligo

2  Incyte announces acceptance and priority review of sNDA for ruxolitinib cream 
(Opzelura) as a treatment for patients with vitiligo. Incyte. Accessed Decem-
ber 15, 2021. https://investor.incyte.com/press-releases/press-releases/2021/
Incyte-Announces-Acceptance-and-Priority-Review-of-sNDA-for-Ruxolitinib-
Cream-Opzelura-as-a-Treatment-for-Patients-with-Vitiligo/default.aspx

3  FDA extends review of Opzelura for skin condition. Formulary Watch®. March 
14, 2022. Accessed April 19, 2022. https://www.formularywatch.com/view/
fda-extends-review-of-opzelura-for-skin-condition 

4 Evaluation of Amg 714 for Vitiligo (REVEAL). ClinicalTrials.gov. Updated 
November 1, 2021. Accessed April 6, 2022. https://clinicaltrials.gov/ct2/show/
NCT04338581

5  Rashighi M, Agarwal P, Richmond JM, et al. CXCL10 is critical for the progression 
and maintenance of depigmentation in a mouse model of vitiligo. Sci Transl Med. 
2014;6(223):223ra23. doi:10.1126/scitranslmed.3007811

“So many patients that I see 
come in with the mind-set that 
there is going to be a quick fix 
for vitiligo. When they don’t see 
changes in perhaps 2 weeks or 4 
weeks, they abandon treatment.”

Pearl E. Grimes, MD, FAAD 
Los Angeles, California

Stay relevant,
stay ahead with

Follow us on our social platforms to stay connected 
with the latest dermatology updates.

@DermTimesNow @DermatologyTimes                              Dermatology Times

more ONLINE

Scan for more vitiligo 
pipeline details. 
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Solo Dermatology practice and 
Medical Offi ce Condo for sale in 
the “Last Best Place.” Complete 
independence in determining 
your practice life. Fly fi shing, 

hiking, hunting, skiing minutes 
from your offi ce suite. Owner 

works 25 hours per week. 20+ 
year est. practice; 1,675 sq. ft. 

with mountain views. 

Contact: clk4911@hotmail.com
or 406-599-5601
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PRACTICE FOR SALE

(800) 416-2055
www.TransitionConsultants.com

GREATER HOUSTON AREA

Long-established cash-based 
practice  collecting $1,100,000 
annually, owner working 25 
hours/week. Breakdown of 

services includes 75% medical 
and 25% cosmetics. 

Substantial growth potential 
by accepting insurance
and offering additional 

provider hours. 
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Reach practicing 
dermatologists.
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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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