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Clinical insights that expand expertise and advance practice
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Pulsed Dye Lasers: Promising New Uses for Skin DisordersCLINICAL INSIGHTS

MEDICAL APPROVALS FROM DUPILUMAB for prurigo nodularis 
to deucravacitinib for psoriasis to ruxolitinib for vitiligo have 
created new and dramatic treatments for these disorders. In 
addition, everyone in the dermatology space is excited about 
the potential of what the future of JAK inhibitors hold, as well 
as anticipation of new devices designed to further progress 
treatment in the medical and aesthetic fi elds.
continue reading on page 46

Carrie Nagorka, Senior Editor
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Please see the Brief Summary of the Full Prescribing Information, 
including Boxed Warning, on following pages.

INDICATION
OPZELURA is indicated for 
the topical treatment of 
nonsegmental vitiligo in 
adult and pediatric patients 
12 years of age and older.
Limitations of Use: Use of 
OPZELURA in combination 
with therapeutic biologics, 
other JAK inhibitors, or potent 
immunosuppressants such as 
azathioprine or cyclosporine 
is not recommended.

* The facial vitiligo area scoring index (F-VASI) is a composite measurement of the overall area of facial vitiligo patches and degree of 
depigmentation within patches. As assessed, the face did not include surface area of the lips, scalp, or ears.5

† P-values from exact logistic regression: [response at Week 24 = treatment + stratifi cation factors (Fitzpatrick skin type I and II vs. Fitzpatrick 
skin type III, IV, V, and VI, Region North America/Europe)].3

‡52-week data were reported as observed. Therefore, no conclusions of safety or effi cacy should be made based on these results.

OPZELURA was studied in 2 double-blind, randomized, vehicle-controlled trials of identical design that enrolled 674 adult and adolescent 
patients with nonsegmental vitiligo ≥12 years of age. Patients had depigmented areas affecting ≥0.5% facial body surface area (F-BSA), 
≥3% nonfacial BSA, and total body vitiligo area (facial and nonfacial) of up to 10% BSA. Patients with complete leukotrichia within any facial 
lesion were excluded. Phototherapy was not permitted during the trials. In both trials, patients were randomized 2:1 to treatment with 
OPZELURA or vehicle cream twice daily (BID) for 24 weeks followed by a 28-week open-label extension, wherein patients originally assigned 
to vehicle could switch to OPZELURA.1,4

Limitations of an open-label extension: In an open-label extension, there is a potential for enrichment of the long-term data in the 
remaining patient populations since patients who are unable to tolerate or do not respond to the drug often drop out.

Nearly 1 in 3 patients achieved at least 75% improvement in the facial vitiligo 
area scoring index* (F-VASI75) at 24 weeks (primary endpoint; 29.9% vs. 7.5% 
(P < 0.0001) and 29.9% vs. 12.9% (P < 0.01))1-3†

Data from an open-label extension at Week 52

Now you can prescribe OPZELURA, the   FIRST + ONLY FDA-APPROVED
treatment for nonsegmental vitiligo repigmentation. Proven results 
with a topical.1

F-VASI

75
AT 24 WEEKS

About half the patients remaining in the study who applied OPZELURA from 
Day 1 achieved F-VASI75 at 52 weeks: ≈51% for OPZELURA and ≈28% for 
vehicle-to-OPZELURA (Week 24 to Week 52). Data were reported as observed.3‡

F-VASI

75
AT 52 WEEKS

NOW YOU CAN
SCAN THE QR CODE 

TO LEARN MORE

OPZELURA
FOR NONSEGMENTAL

VITILIGO

IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for infl ammatory conditions are at risk for 
developing serious infections that may lead to hospitalization or death. Reported infections include:
• Active tuberculosis, which may present with pulmonary or extrapulmonary disease.
• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic pathogens.
Avoid use of OPZELURA in patients with an active, serious infection, including localized infections. If a 
serious infection develops, interrupt OPZELURA until the infection is controlled. Carefully consider the 
benefi ts and risks of treatment prior to initiating OPZELURA in patients with chronic or recurrent infection. 
Closely monitor patients for the development of signs and symptoms of infection during and after 
treatment with OPZELURA.
Serious lower respiratory tract infections were reported in the clinical development program with 
topical ruxolitinib.
No cases of active tuberculosis (TB) were reported in clinical trials with OPZELURA. Cases of active TB were 
reported in clinical trials of oral Janus kinase inhibitors used to treat infl ammatory conditions. Consider 
evaluating patients for latent and active TB infection prior to administration of OPZELURA. During OPZELURA use, 
monitor patients for the development of signs and symptoms of TB.
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster), were reported in clinical 
trials with Janus kinase inhibitors used to treat infl ammatory conditions including OPZELURA. If a patient 
develops herpes zoster, consider interrupting OPZELURA treatment until the episode resolves.
Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations in alanine 
aminotransferase and aspartate aminotransferase, have been reported in patients with chronic HBV 
infections taking oral ruxolitinib. OPZELURA initiation is not recommended in patients with active hepatitis B 
or hepatitis C. (cont. on next page)
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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 treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].

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

OPZELURA is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 9079912; 
9974790; 10639310; 10610530; 10758543; 10869870 ; 11219624
© 2022 Incyte Corporation. All rights reserved.
Issued: July 2022 PLR-OPZ-00018

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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
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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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 
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IMPORTANT SAFETY INFORMATION FOR OPZELURA™ (RUXOLITINIB) CREAM 1.5% (CONTINUED)
MORTALITY
In a large, randomized, postmarketing safety 
study in rheumatoid arthritis (RA) patients  
50 years of age and older with at least one  
cardiovascular risk factor comparing an oral JAK 
inhibitor to tumor necrosis factor (TNF) blocker 
treatment, a higher rate of all-cause mortality, 
including sudden cardiovascular death, was  
observed with the JAK inhibitor. Consider the  
benefits and risks for the individual patient prior  
to initiating or continuing therapy with OPZELURA.
MALIGNANCIES
Malignancies were reported in patients  
treated with OPZELURA. Lymphoma and other  
malignancies have been observed in patients  
receiving JAK inhibitors used to treat  
inflammatory conditions. In RA patients treated 
with an oral JAK inhibitor, a higher rate of  
malignancies (excluding non-melanoma skin 
cancer (NMSC)) was observed when compared 
with TNF blockers. Patients who are current or past 
smokers are at additional increased risk.  
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients with a known  
malignancy (other than successfully treated 
non-melanoma skin cancers), patients who  
develop a malignancy when on treatment, and  
patients who are current or past smokers.
Non-melanoma skin cancers, including basal cell 
and squamous cell carcinoma, have occurred in  
patients treated with OPZELURA. Perform periodic  
skin examinations during OPZELURA treatment  
and following treatment as appropriate. Exposure  
to sunlight and UV light should be limited by  
wearing protective clothing and using  
broad-spectrum sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at 
least one cardiovascular risk factor treated with 
an oral JAK inhibitor, a higher rate of major  
adverse cardiovascular events (MACE) (defined 
as cardiovascular death, myocardial infarction, 
and stroke), was observed when compared with 
TNF blockers. Patients who are current or past 
smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have  
experienced a myocardial infarction or stroke. 
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy  
with OPZELURA, particularly in patients who are  
current or past smokers and patients with other  
cardiovascular risk factors. Patients should be  
informed about the symptoms of serious  
cardiovascular events and the steps to take if they 
occur. Discontinue OPZELURA in patients that have 
experienced a myocardial infarction or stroke.
 

THROMBOSIS
Thromboembolic events were observed in trials 
with OPZELURA. Thrombosis, including pulmonary 
embolism (PE), deep venous thrombosis (DVT),  
and arterial thrombosis have been reported in  
patients receiving JAK inhibitors used to treat  
inflammatory conditions. Many of these adverse 
reactions were serious and some resulted in 
death. In RA patients 50 years of age and  
older with at least one cardiovascular risk factor 
treated with an oral JAK inhibitor, a higher rate  
of thrombosis was observed when compared with 
TNF blockers. Avoid OPZELURA in patients at risk.  
If symptoms of thrombosis occur, discontinue  
OPZELURA and treat appropriately.
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
In nonsegmental vitiligo, the most common adverse 
reactions (incidence ≥1%) are application site acne 
(6%), application site pruritus (5%), nasopharyngitis 
(4%), headache (4%), urinary tract infection (2%),  
application site erythema (2%), and pyrexia (1%).  
Pregnancy
There is a pregnancy registry that monitors 
pregnancy outcomes in pregnant persons 
exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare 
providers should report OPZELURA exposure by 
calling 1-855-463-3463.
Lactation
Advise women not to breastfeed during treatment 
with OPZELURA and for approximately four weeks 
after the last dose (approximately 5-6 elimination 
half-lives).
Please see the Brief Summary of the Full 
Prescribing Information, including Boxed Warning, 
on following pages.

REFERENCES:  1. OPZELURA [Prescribing information]. Wilmington, DE: Incyte Corporation; 2022. 2. Rosmarin D, Pandya AG, Grimes P, et al. Efficacy and  
safety of ruxolitinib cream for the treatment of vitiligo: 24-week results from 2 randomized double-blind phase 3 studies. Presented at the 30th European 
Academy of Dermatology and Venereology (EADV) Congress September 29−October 2, 2021; Virtual. 3. Data on File. Incyte Corporation. 2022. 4. Rosmarin 
D, Passeron T, Pandya AG, et al. Efficacy and safety of ruxolitinib cream monotherapy for the treatment of vitiligo: results from two 52 week phase 3 studies. 
Presented at the American Academy of Dermatology Annual Meeting; March 25–29, 2022; Boston, MA. 5. Rosmarin D, Pandya AG, Lebwohl M, et al.  
Ruxolitinib cream for treatment of vitiligo: a randomised, controlled, phase 2 trial. Lancet. 2020;396(suppl):110-120. doi:10.1016/S0140-6736(20)30609-7.



OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].
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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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].
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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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

Lactation
Risk Summary: There are no data on the presence of ruxolitinib in human milk, the effects 
on the breastfed child, or the effects on milk production. Ruxolitinib was present in the milk 
of lactating rats. When a drug is present in animal milk, it is likely that the drug will be 
present in human milk. Because of the serious adverse findings in adults, including risks of 
serious infections, thrombocytopenia, anemia, and neutropenia, advise women not to 
breastfeed during treatment with OPZELURA and for approximately four weeks after the 
last dose (approximately 5-6 elimination half-lives). 
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IMPORTANT SAFETY INFORMATION FOR OPZELURA™ (RUXOLITINIB) CREAM 1.5% (CONTINUED)
MORTALITY
In a large, randomized, postmarketing safety 
study in rheumatoid arthritis (RA) patients  
50 years of age and older with at least one  
cardiovascular risk factor comparing an oral JAK 
inhibitor to tumor necrosis factor (TNF) blocker 
treatment, a higher rate of all-cause mortality, 
including sudden cardiovascular death, was  
observed with the JAK inhibitor. Consider the  
benefits and risks for the individual patient prior  
to initiating or continuing therapy with OPZELURA.
MALIGNANCIES
Malignancies were reported in patients  
treated with OPZELURA. Lymphoma and other  
malignancies have been observed in patients  
receiving JAK inhibitors used to treat  
inflammatory conditions. In RA patients treated 
with an oral JAK inhibitor, a higher rate of  
malignancies (excluding non-melanoma skin 
cancer (NMSC)) was observed when compared 
with TNF blockers. Patients who are current or past 
smokers are at additional increased risk.  
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients with a known  
malignancy (other than successfully treated 
non-melanoma skin cancers), patients who  
develop a malignancy when on treatment, and  
patients who are current or past smokers.
Non-melanoma skin cancers, including basal cell 
and squamous cell carcinoma, have occurred in  
patients treated with OPZELURA. Perform periodic  
skin examinations during OPZELURA treatment  
and following treatment as appropriate. Exposure  
to sunlight and UV light should be limited by  
wearing protective clothing and using  
broad-spectrum sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS (MACE)
In RA patients 50 years of age and older with at 
least one cardiovascular risk factor treated with 
an oral JAK inhibitor, a higher rate of major  
adverse cardiovascular events (MACE) (defined 
as cardiovascular death, myocardial infarction, 
and stroke), was observed when compared with 
TNF blockers. Patients who are current or past 
smokers are at additional increased risk. 
Discontinue OPZELURA in patients who have  
experienced a myocardial infarction or stroke. 
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy  
with OPZELURA, particularly in patients who are  
current or past smokers and patients with other  
cardiovascular risk factors. Patients should be  
informed about the symptoms of serious  
cardiovascular events and the steps to take if they 
occur. Discontinue OPZELURA in patients that have 
experienced a myocardial infarction or stroke.
 

THROMBOSIS
Thromboembolic events were observed in trials 
with OPZELURA. Thrombosis, including pulmonary 
embolism (PE), deep venous thrombosis (DVT),  
and arterial thrombosis have been reported in  
patients receiving JAK inhibitors used to treat  
inflammatory conditions. Many of these adverse 
reactions were serious and some resulted in 
death. In RA patients 50 years of age and  
older with at least one cardiovascular risk factor 
treated with an oral JAK inhibitor, a higher rate  
of thrombosis was observed when compared with 
TNF blockers. Avoid OPZELURA in patients at risk.  
If symptoms of thrombosis occur, discontinue  
OPZELURA and treat appropriately.
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
In nonsegmental vitiligo, the most common adverse 
reactions (incidence ≥1%) are application site acne 
(6%), application site pruritus (5%), nasopharyngitis 
(4%), headache (4%), urinary tract infection (2%),  
application site erythema (2%), and pyrexia (1%).  
Pregnancy
There is a pregnancy registry that monitors 
pregnancy outcomes in pregnant persons 
exposed to OPZELURA during pregnancy. Pregnant 
persons exposed to OPZELURA and healthcare 
providers should report OPZELURA exposure by 
calling 1-855-463-3463.
Lactation
Advise women not to breastfeed during treatment 
with OPZELURA and for approximately four weeks 
after the last dose (approximately 5-6 elimination 
half-lives).
Please see the Brief Summary of the Full 
Prescribing Information, including Boxed Warning, 
on following pages.

REFERENCES:  1. OPZELURA [Prescribing information]. Wilmington, DE: Incyte Corporation; 2022. 2. Rosmarin D, Pandya AG, Grimes P, et al. Efficacy and  
safety of ruxolitinib cream for the treatment of vitiligo: 24-week results from 2 randomized double-blind phase 3 studies. Presented at the 30th European 
Academy of Dermatology and Venereology (EADV) Congress September 29−October 2, 2021; Virtual. 3. Data on File. Incyte Corporation. 2022. 4. Rosmarin 
D, Passeron T, Pandya AG, et al. Efficacy and safety of ruxolitinib cream monotherapy for the treatment of vitiligo: results from two 52 week phase 3 studies. 
Presented at the American Academy of Dermatology Annual Meeting; March 25–29, 2022; Boston, MA. 5. Rosmarin D, Pandya AG, Lebwohl M, et al.  
Ruxolitinib cream for treatment of vitiligo: a randomised, controlled, phase 2 trial. Lancet. 2020;396(suppl):110-120. doi:10.1016/S0140-6736(20)30609-7.



OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].
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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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical treatment of 
nonsegmental vitiligo in adult and pediatric patients 12 years of age and older.

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

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

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

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

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

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

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

Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with OPZELURA [see 
Warnings and Precautions].

MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) 
patients 50 years of age and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis factor (TNF) blocker treatment, 
a higher rate of all-cause mortality, including sudden cardiovascular death, was 
observed with the JAK inhibitor [see Warnings and Precautions].

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

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

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

WARNINGS AND PRECAUTIONS 
Serious Infections: Serious and sometimes fatal infections due to bacterial, 
mycobacterial, invasive fungal, viral, or other opportunistic pathogens have been 
reported in patients receiving oral Janus kinase inhibitors. Serious lower respiratory 
tract infections were reported in the clinical development program with topical 
ruxolitinib. Avoid use of OPZELURA in patients with an active, serious infection, 
including localized infections. Consider the risks and benefits of treatment prior to 

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

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

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

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

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

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

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

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

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

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

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: Nonsegmental Vitiligo: The safety and effectiveness of OPZELURA for 
the topical treatment of nonsegmental vitiligo have been established in pediatric 
patients aged 12 to 17 years of age. Use of OPZELURA in this age group is supported 
by evidence from TRuE-V1 and TRuE-V2, which included 55 pediatric subjects aged 
12 to 17 years with nonsegmental vitiligo. No clinically meaningful differences in 
safety or effectiveness were observed between adult and pediatric subjects. The 
safety and effectiveness of OPZELURA in pediatric patients younger than 12 years of 
age with nonsegmental vitiligo have not been established.
Juvenile Animal Toxicity Data: Oral administration of ruxolitinib to juvenile rats resulted in 
effects on growth and bone measures. When administered starting at postnatal day 7 
(the equivalent of a human newborn) at doses of 1.5 to 75 mg/kg/day, evidence of 
fractures occurred at doses ≥ 30 mg/kg/day, and effects on body weight and other bone 
measures [e.g., bone mineral content, peripheral quantitative computed tomography, and 
x-ray analysis] occurred at doses ≥ 5 mg/kg/day. When administered starting at postnatal 
day 21 (the equivalent of a human 2-3 years of age) at doses of 5 to 60 mg/kg/day, effects 
on body weight and bone occurred at doses ≥ 15 mg/kg/day, which were considered 
adverse at 60 mg/kg/day. Males were more severely affected than females in all age 
groups, and effects were generally more severe when administration was initiated earlier 
in the postnatal period. These findings were observed at systemic exposures that are at 
least 40% the MRHD clinical systemic exposure.
Geriatric Use: Of the 831 total subjects enrolled with nonsegmental vitiligo in clinical 
trials with OPZELURA, 65 (8%) were 65 years of age and older. Clinical trials of 
OPZELURA in subjects with nonsegmental vitiligo did not include sufficient numbers of 
subjects 65 years of age and older to determine whether they respond differently from 
younger adult subjects.

PATIENT COUNSELING INFORMATION
Advise the patient or caregivers to read the FDA-approved patient labeling 
(Medication Guide).
Infections: Inform patients that they may be at increased risk for developing infections, 
including serious infections, when taking Janus kinase inhibitors. Instruct patients to tell their 
healthcare provider if they develop any signs or symptoms of an infection. Advise patients that 
Janus kinase inhibitors increase the risk of herpes zoster, and some cases can be serious [see 
Warnings and Precautions].
Malignancies and Lymphoproliferative Disorders: Inform patients that Janus kinase 
inhibitors may increase the risk for developing lymphomas and other malignancies 
including skin cancer. Instruct patients to inform their health care provider if they have ever 
had any type of cancer. Inform patients that periodic skin examinations should be 
performed while using OPZELURA. Advise patients that exposure to sunlight, and UV light 
should be limited by wearing protective clothing and using a broad-spectrum sunscreen 
[see Warnings and Precautions].
Major Adverse Cardiovascular Events: Advise patients that events of major adverse 
cardiovascular events (MACE) including non-fatal myocardial infarction, non-fatal 
stroke, and cardiovascular death, have been reported in clinical studies with Janus 
kinase inhibitors used to treat inflammatory conditions. Instruct all patients, especially 
current or past smokers or patients with other cardiovascular risk factors, to be alert 
for the development of signs and symptoms of cardiovascular events [see Warnings 
and Precautions].
Thrombosis: Advise patients that events of DVT and PE have been reported in clinical 
studies with Janus kinase inhibitors used to treat inflammatory conditions. Instruct patients 
to tell their healthcare provider if they develop any signs or symptoms of a DVT or PE [see 
Warnings and Precautions].
Thrombocytopenia, Anemia, and Neutropenia: Advise patients of the risk of 
thrombocytopenia, anemia, and neutropenia with OPZELURA. Instruct patients to tell 
their healthcare provider if they develop any signs or symptoms of thrombocytopenia, 
anemia, or neutropenia [see Warnings and Precautions]. 
Administration Instructions: Advise patients or caregivers that OPZELURA is for topical 
use only [see Dosage and Administration].
Advise patients to limit treatment to one 60 gram tube per week or one 100 gram tube 
per 2 weeks [see Dosage and Administration]. 
Pregnancy: Inform patients to report their pregnancy to Incyte Corporation at 
1-855-463-3463 [see Use in Specific Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA and for 
about four weeks after the last dose [see Use in Specific Populations].

Manufactured for:
Incyte Corporation
1801 Augustine Cut-off
Wilmington, DE 19803
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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 (TRuE-V1 and TRuE-V2), 
449 adult and pediatric subjects 12 years of age and older with nonsegmental vitiligo were 
treated with OPZELURA twice daily for 24 weeks. In the OPZELURA group, 55% of subjects 
were females, and 81% of subjects were White, 5% were Black, and 4% were Asian. The 
adverse reactions reported by OPZELURA treated subjects with an incidence of ≥ 1% and at 
least 1% greater incidence than in the vehicle arm in the 24-week double-blind period are as 
follows for OPZELURA (N=449) vs Vehicle (N=224), respectively: Subjects with any treatment 
emergent adverse event (TEAE) 214 (48%) vs 79 (35%), Application site acne 26 (6%) vs 2 
(1%), Application site pruritus 23 (5%) vs 6 (3%), Nasopharyngitis 19 (4%) vs 5 (2%), Headache 
17 (4%) vs 6 (3%), Urinary tract infection 7 (2%) vs 1 (<1%), Application site erythema 7 (2%) 
vs 1 (<1%), and Pyrexia 6 (1%) vs 0 (0%). 

Adverse reactions that occurred in TRuE-V1 and TRuE-V2 in ≥ 0.5% to < 1% of subjects in 
the OPZELURA group and none in the vehicle group were: application site dermatitis, 
hypertension, anxiety, application site discoloration, application site folliculitis, contusion, 
dermatitis contact, diarrhea, ear infection, gastritis, gastroenteritis, hordeolum, 
influenza-like illness, insomnia, nasal congestion, and vomiting.

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

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

USE IN SPECIFIC POPULATIONS

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

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

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

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

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

s health care practitioners, you are all naturally curious about diseases 
of all kinds, especially those that have remained undiagnosed mysteries.

Since the holiday season is upon us, I decided to do a little research 
into Tiny Tim, the lovable son of Scrooge’s employee Bob Cratchit, in 

Dickens’ A Christmas.
 The little boy has a disability that is never explained in the famous tale, with the 

author apparently leaving it to readers—and practitioners—to take an educated 
guess as to what his ailment was. 

Not surprisingly, a number of physicians have reflected upon the topic, and 
here’s what they’ve had to say.

According to the late Russell Chesney, MD, of Le Bonheur Children’s Hospital 
in Memphis, Tennessee, Tiny Tim suffered from rickets and tuberculosis. Chesney 
came to this conclusion based on the symptoms described in the story, suggesting 
that Tim’s disease would have been curable if his father had possessed more money. 
Rickets is caused by a lack of vitamin D, calcium, or phosphate. Not having these 
crucial nutrients often causes bones to become soft and malleable, and leg braces 
would have been the answer in the 1840s, when the story was written. Since infant 
formula and milk fortified with vitamin D were introduced decades ago in the US, 
the disorder has rarely been seen in this country.1

Another practitioner, the late pediatrician Donald W. Lewis, of Norfolk, Virginia, 
spent several years studying Tiny Tim’s condition. His diagnosis, published in 1992 
in the American Journal of Diseases of Children: a potentially deadly kidney ailment 
now known as distal renal tubular acidosis (RTA). With this condition, acid accu-
mulates in the blood, creating a cascade of problems. If untreated, RTA can cause 
short stature, crippled legs, withered hands, intermittent weakness, and the other 
symptoms that afflicted Tiny Tim. But it would have been reversible if Scrooge had 
intervened in time, Lewis explained.2

Daniel J. Glunk, an internist in Williamsport, Pennsylvania, also believed that 
Tim suffered from RTA because this kidney disease has a propensity to make the 
blood too acidic. “Tiny Tim is small, has malformed limbs, and periods of weak-
ness,” the doctor noted in a 2007 interview with the Pennsylvania Medical Society. 
“These all can be the result of RTA. Plus, the fact that Tiny Tim’s condition is fatal 
if left untreated, but reversible if proper medicine is used, helps to guide medical 
sleuths to RTA.”3

Regardless of what Tiny Tim’s diagnosis may have been in real life, it makes one 
grateful to live in a high-income nation in the 21st century, when access to vitamin 
D and treatment for renal tubular acidosis (which usually involves taking sodium 
bicarbonate or sodium citrate) are readily available. In the end, a gentler, kinder 
Scrooge gets Tiny Tim what he needs to walk again. So, it’s happy holidays all 
around in A Christmas Carol. Here’s hoping it is a very happy holiday season for all 
of you as well.

Mike Hennessy Jr is the president and CEO of MJH Life Sciences®.
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RAPID
RELIEF
EASI 75 measured at Week 16,
and rates seen as early as Week 21

Reduced worst pruritus NRS ≥4 
measured at Week 16, rates observed 
within 2 days after �irst dose1

DURABLE
CONTROL
Co-primary endpoints EASI 75 
and vIGA 0/1 controlled at 
Week 161

Response rates observed
up to 52 weeks2

ROBUST
RESULTS
90% skin improvement 
(EASI 90) measured at 
Week 161

WELL-STUDIED SAFETY
Clinical trial experience in 
>9,000 patients since 2012
across 3 approved indications1

EXCEPTIONAL ACCESS
Committed to AbbVie's legacy of reliable 
access and patient services

THE UNRELENTING ITCH & RASH OF REFRACTORY, MODERATE 
TO SEVERE ATOPIC DERMATITIS WITH ONCE-DAILY, ORAL RINVOQ

MAJOR ADVERSE CARDIOVASCULAR EVENTS
A higher rate of CV death, myocardial infarction, and stroke was 
observed with a JAK inhibitor in a study comparing another JAK inhibitor 
with TNF blockers in RA patients ≥50 years of age with at least one CV 
risk factor. Current or past smokers are at additional increased risk.
THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary 
embolism, and arterial thrombosis have occurred in patients treated 
with JAK inhibitors used to treat inflammatory conditions. A higher 
rate of thrombosis was observed with another JAK inhibitor when 
compared with TNF blockers in RA patients. 
HYPERSENSITIVITY
RINVOQ is contraindicated in patients with known hypersensitivity 
to upadacitinib or any of its excipients.

OTHER SERIOUS ADVERSE REACTIONS
Hypersensitivity Reactions (anaphylaxis and angioedema), 
Gastrointestinal Perforations, Laboratory Abnormalities (neutropenia, 
lymphopenia, anemia, lipid elevations, liver enzyme elevations), and 
Embryo-Fetal Toxicity.
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INDICATION1

RINVOQ is indicated for the treatment of adults and pediatric patients 
12 years of age and older with refractory, moderate to severe atopic 
dermatitis whose disease is not adequately controlled with other 
systemic drug products, including biologics, or when use of those 
therapies are inadvisable.
Limitations of Use: RINVOQ is not recommended for use in 
combination with other JAK inhibitors, biologic immunomodulators, 
or with other immunosuppressants.

SAFETY CONSIDERATIONS1

SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing 
serious infections that may lead to hospitalization or death. These 
infections include tuberculosis (TB), invasive fungal, bacterial, 
viral, and other infections due to opportunistic pathogens. Most 

patients who developed these infections were taking concomitant 
immunosuppressants, such as methotrexate or corticosteroids.
MORTALITY
A higher rate of all-cause mortality, including sudden cardiovascular 
(CV) death, was observed with a Janus kinase (JAK) inhibitor in a 
study comparing another JAK inhibitor with tumor necrosis factor 
(TNF) blockers in rheumatoid arthritis (RA) patients ≥50 years of age 
with at least one CV risk factor.
MALIGNANCIES
Lymphoma and other malignancies have been observed in RINVOQ-
treated patients. A higher rate of malignancies (excluding non-
melanoma skin cancer [NMSC]), lymphomas, and lung cancer (in 
current or past smokers) was observed with another JAK inhibitor 
when compared with TNF blockers in RA patients. Patients who 
are current or past smokers are at additional increased risk.

SEE HOW RINVOQ TAKES ON 
ATOPIC DERMATITIS AT 

RINVOQHCP.COM/AD

For adults and pediatric patients 12+ years with refractory, moderate to 
severe atopic dermatitis whose disease is not adequately controlled with 
other systemic drug products, including biologics, or when use of those 
therapies are inadvisable

Please see additional Important Safety Information, 
including BOXED WARNING on Serious Infections, 
Mortality, Malignancies, Major Adverse Cardiovascular 
Events and Thrombosis, on the following pages of this 
advertisement.

Please see Brief Summary of full Prescribing Information 
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SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing serious infections that 
may lead to hospitalization or death. Most patients who developed these infections were 
taking concomitant immunosuppressants, such as methotrexate or corticosteroids. If a 
serious infection develops, interrupt RINVOQ until the infection is controlled. 
Reported infections include:
•  Active tuberculosis (TB), which may present with pulmonary or extrapulmonary 

disease. Test patients for latent TB before RINVOQ use and during therapy. Consider 
treatment for latent infection prior to RINVOQ use. 

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

pathogens.
Carefully consider the risks and benefits of treatment with RINVOQ prior to initiating 
therapy in patients with chronic or recurrent infection. Monitor patients closely for 
the development of signs and symptoms of infection during and after treatment with 
RINVOQ, including the possible development of TB in patients who tested negative for 
latent TB infection prior to initiating therapy.
MORTALITY
In a large, randomized, postmarketing safety study comparing another Janus kinase 
(JAK) inhibitor with tumor necrosis factor (TNF) blockers in rheumatoid arthritis (RA) 
patients ≥50 years old with at least one cardiovascular (CV) risk factor, a higher rate  
of all-cause mortality, including sudden CV death, was observed with the JAK inhibitor. 
Consider the benefits and risks for the individual patient prior to initiating or continuing 
therapy with RINVOQ.

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with RINVOQ.
In a large, randomized, postmarketing safety study comparing another JAK inhibitor 
with TNF blockers in RA patients, a higher rate of malignancies (excluding non-
melanoma skin cancer [NMSC]), lymphomas, lymphomas, and lung cancer (in current 
or past smokers) was observed with the JAK inhibitor. Patients who are current or past 
smokers are at additional increased risk. 
With RINVOQ, consider the benefits and risks for the individual patient prior to initiating 
or continuing therapy, particularly in patients with a known malignancy (other than a 
successfully treated NMSC), patients who develop a malignancy when on treatment, and 
patients who are current or past smokers. NMSCs have been reported in patients treated 
with RINVOQ. Periodic skin examination is recommended for patients who are at increased 
risk for skin cancer. Advise patients to limit sunlight exposure by wearing protective 
clothing and using sunscreen.

MAJOR ADVERSE CARDIOVASCULAR EVENTS 
In a large, randomized, postmarketing study comparing another JAK inhibitor with 
TNF blockers in RA patients ≥50 years old with at least one CV risk factor, a higher rate 
of major adverse cardiovascular events (MACE) (defined as cardiovascular death, 
myocardial infarction, and stroke) was observed with the JAK inhibitor. Patients who 
are current or past smokers are at additional increased risk. Discontinue RINVOQ in 
patients that have experienced a myocardial infarction or stroke.
Consider the benefits and risks for the individual patient prior to initiating or continuing 
therapy with RINVOQ, particularly in patients who are current or past smokers and patients 
with other CV risk factors. Patients should be informed about the symptoms of serious CV 
events and the steps to take if they occur. 

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial 
thrombosis have occurred in patients treated with JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse events were serious and some 
resulted in death.
In a large, randomized, postmarketing study comparing another JAK inhibitor to TNF 
blockers in RA patients ≥50 years old with at least one CV risk factor, a higher rate of 
thrombosis was observed with the JAK inhibitor. Avoid RINVOQ in patients at risk. Patients 
with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated.
HYPERSENSITIVITY
RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any 
of its excipients. Serious hypersensitivity reactions, such as anaphylaxis and angioedema, 
were reported in patients receiving RINVOQ in clinical trials. If a clinically significant 
hypersensitivity reaction occurs, discontinue RINVOQ and institute appropriate therapy.

GASTROINTESTINAL PERFORATIONS
Gastrointestinal (GI) perforations have been reported in clinical trials with RINVOQ. In 
these trials, many patients with RA were receiving background therapy with nonsteroidal 
anti-inflammatory drugs (NSAIDs). Monitor RINVOQ-treated patients who may be at risk for 
gastrointestinal perforation (e.g., patients with a history of diverticulitis or taking 

NSAIDs). Promptly evaluate patients presenting with new onset abdominal pain for early 
identification of GI perforation. 

LABORATORY ABNORMALITIES
Neutropenia
Treatment with RINVOQ was associated with an increased incidence of neutropenia 
(absolute neutrophil count [ANC] <1000 cells/mm3). Treatment with RINVOQ is not 
recommended in patients with an ANC <1000 cells/mm3. Evaluate neutrophil counts  
at baseline and thereafter according to routine patient management.

Lymphopenia
Absolute lymphocyte counts (ALC) <500 cells/mm3 were reported in RINVOQ clinical 
studies. Treatment with RINVOQ is not recommended in patients with an ALC <500 cells/
mm3. Evaluate at baseline and thereafter according to routine patient management.

Anemia 
Decreases in hemoglobin levels to <8 g/dL were reported in RINVOQ clinical studies. 
Treatment should not be initiated or should be interrupted in patients with hemoglobin 
levels <8 g/dL. Evaluate at baseline and thereafter according to routine patient 
management.

Lipids
Treatment with RINVOQ was associated with increases in lipid parameters, including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) 
cholesterol. Manage patients according to clinical guidelines for the management of 
hyperlipidemia. Evaluate 12 weeks after initiation of treatment and thereafter according  
to the clinical guidelines for hyperlipidemia. 

Liver enzyme elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme 
elevation compared to placebo. Evaluate at baseline and thereafter according to routine 
patient management. Prompt investigation of the cause of liver enzyme elevation is 
recommended to identify potential cases of drug-induced liver injury. If increases in 
aspartate aminotransferase (AST) or alanine aminotransferase (ALT) are observed during 
routine patient management and drug-induced liver injury is suspected, RINVOQ should be 
interrupted until this diagnosis is excluded.

EMBRYO-FETAL TOXICITY
Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a 
pregnant woman. Advise pregnant women of the potential risk to a fetus. Advise females 
of reproductive potential to use effective contraception during treatment with RINVOQ 
and for 4 weeks after the final dose. Verify pregnancy status of females of reproductive 
potential prior to starting treatment with RINVOQ.

VACCINATION
Avoid use of live vaccines during, or immediately prior to, RINVOQ therapy. Prior to 
initiating RINVOQ, patients should be brought up to date on all immunizations, including 
varicella zoster or prophylactic herpes zoster vaccinations, in agreement with current 
immunization guidelines.

LACTATION
There are no data on the presence of RINVOQ in human milk, the effects on the breastfed 
infant, or the effects on milk production. Available data in animals have shown the excretion 
of RINVOQ in milk. Advise patients that breastfeeding is not recommended during 
treatment with RINVOQ and for 6 days after the last dose.

HEPATIC IMPAIRMENT
RINVOQ is not recommended for use in patients with severe hepatic impairment.

ADVERSE REACTIONS
The most common adverse reactions in RINVOQ clinical trials (≥1%) were upper respiratory 
tract infections, herpes zoster, herpes simplex, bronchitis, nausea, cough, pyrexia, acne, 
headache, blood creatine phosphokinase increased, hypersensitivity, folliculitis, abdominal 
pain, increased weight, influenza, fatigue, neutropenia, myalgia, and influenza-like illness.
Inform patients that retinal detachment has been reported in clinical trials with RINVOQ. 
Advise patients to immediately inform their healthcare provider if they develop any sudden 
changes in vision while receiving RINVOQ.
Dosage Forms and Strengths: RINVOQ is available in 15 mg and 30 mg extended-
release tablets.

Please see Brief Summary of full Prescribing Information on the following 
pages of this advertisement.
EASI=Eczema Area and Severity Index; NRS=numerical rating scale; vIGA=Validated Investigator’s Global 
Assessment. EASI 75 is an improvement of at least 75% in lesion extent and severity. EASI 90 is an improvement 
of at least 90% in lesion extent and severity. vIGA-AD 0/1 is defined as clear or almost clear skin with at least 
2 grades of reduction from baseline. Improvement in worst pruritus NRS ≥4 is defined as an improvement 
(reduction) in worst pruritus NRS ≥4 points.
References: 1. RINVOQ [package insert]. North Chicago, IL: AbbVie Inc.; 2022. 2. DOF [Data on File]. ABVRRTI72028. 
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WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE 
CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing serious infections that may lead 
to hospitalization or death [see Warnings and Precautions, Adverse Reactions]. Most patients who 
developed these infections were taking concomitant immunosuppressants such as methotrexate or 
corticosteroids. 
If a serious infection develops, interrupt RINVOQ until the infection is controlled. 
Reported infections include: 
• Active tuberculosis, which may present with pulmonary or extrapulmonary disease. Patients 

should be tested for latent tuberculosis before RINVOQ use and during therapy. Treatment for 
latent infection should be considered prior to RINVOQ use. 

• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic pathogens.
The risks and benefits of treatment with RINVOQ 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 RINVOQ, including the possible development of tuberculosis in patients 
who tested negative for latent tuberculosis infection prior to initiating therapy [see Warnings and 
Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) patients 50 years 
of age and older with at least one cardiovascular risk factor comparing another Janus kinase (JAK) 
inhibitor to tumor necrosis factor (TNF) blockers, a higher rate of all-cause mortality, including 
sudden cardiovascular death, was observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with RINVOQ. In RA 
patients treated with another JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. Patients who are current or 
past smokers are at additional increased risk [see Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS
In RA patients 50 years of age and older with at least one cardiovascular risk factor treated with 
another JAK inhibitor, a higher rate of major adverse cardiovascular events (MACE) (defined as 
cardiovascular death, myocardial infarction, and stroke), was observed when compared with TNF 
blockers. Patients who are current or past smokers are at additional increased risk. Discontinue 
RINVOQ in patients that have experienced a myocardial infarction or stroke [see Warnings and 
Precautions]. 
THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial thrombosis have 
occurred in patients treated with JAK inhibitors used to treat inflammatory conditions. Many of 
these adverse events were serious and some resulted in death. In RA patients 50 years of age and 
older with at least one cardiovascular risk factor treated with another JAK inhibitor, a higher rate 
of thrombosis was observed when compared with TNF blockers. Avoid RINVOQ in patients at risk. 
Patients with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated [see 
Warnings and Precautions].

INDICATIONS AND USAGE
Rheumatoid Arthritis
RINVOQ® (upadacitinib) is indicated for the treatment of adults with moderately to severely active rheumatoid 
arthritis who have had an inadequate response or intolerance to one or more TNF blockers. 
•  Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic disease-modifying 

antirheumatic drugs (DMARDs), or with potent immunosuppressants such as azathioprine and cyclosporine, 
is not recommended.

Psoriatic Arthritis
RINVOQ is indicated for the treatment of adults with active psoriatic arthritis who have had an inadequate 
response or intolerance to one or more TNF blockers.
• Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic DMARDs, or with potent 

immunosuppressants such as azathioprine and cyclosporine, is not recommended. 
Atopic Dermatitis
RINVOQ is indicated for the treatment of adults and pediatric patients 12 years of age and older with refractory, 
moderate to severe atopic dermatitis whose disease is not adequately controlled with other systemic drug 
products, including biologics, or when use of those therapies are inadvisable.
• Limitations of Use: RINVOQ is not recommended for use in combination with other JAK inhibitors, biologic 

immunomodulators, or with other immunosuppressants.

CONTRAINDICATIONS
RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any of its excipients [see 
Warnings and Precautions].
WARNINGS AND PRECAUTIONS
Serious Infections
Serious and sometimes fatal infections have been reported in patients receiving RINVOQ. The most frequent 
serious infections reported with RINVOQ included pneumonia and cellulitis [see Adverse Reactions]. Among 
opportunistic infections, tuberculosis, multidermatomal herpes zoster, oral/esophageal candidiasis, and 
cryptococcosis, were reported with RINVOQ. 
Avoid use of RINVOQ in patients with an active, serious infection, including localized infections. Consider the 
risks and benefits of treatment prior to initiating RINVOQ in patients: 
• with chronic or recurrent infection
• who have been exposed to tuberculosis 
• with a history of a serious or an opportunistic infection 
• 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 RINVOQ. Interrupt RINVOQ if a patient develops a serious or opportunistic infection. 
A patient who develops a new infection during treatment with RINVOQ should undergo prompt and complete 
diagnostic testing appropriate for an immunocompromised patient; appropriate antimicrobial therapy should 
be initiated, the patient should be closely monitored, and RINVOQ should be interrupted if the patient is not 
responding to antimicrobial therapy. RINVOQ may be resumed once the infection is controlled. 
Tuberculosis
Evaluate and test patients for latent and active tuberculosis (TB) infection prior to administration of RINVOQ. 
Patients with latent TB should be treated with standard antimycobacterial therapy before initiating RINVOQ. 
RINVOQ should not be given to patients with active TB. Consider anti-TB therapy prior to initiation of RINVOQ in 
patients with previously untreated latent TB or active TB in whom an adequate course of treatment cannot be 
confirmed, and for patients with a negative test for latent TB but who have risk factors for TB infection. 
Consultation with a physician with expertise in the treatment of TB is recommended to aid in the decision 
about whether initiating anti-TB therapy is appropriate for an individual patient. 
During RINVOQ use, monitor patients for the development of signs and symptoms of TB, including patients who 
tested negative for latent TB infection prior to initiating therapy. 
Viral Reactivation
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster) and hepatitis B virus 
reactivation, were reported in clinical trials with RINVOQ [see Adverse Reactions]. The risk of herpes zoster 
appears to be higher in patients treated with RINVOQ in Japan. If a patient develops herpes zoster, consider 
temporarily interrupting RINVOQ until the episode resolves. 
Screening for viral hepatitis and monitoring for reactivation should be performed in accordance with clinical 
guidelines before starting and during therapy with RINVOQ. Patients who were positive for hepatitis C antibody 
and hepatitis C virus RNA, were excluded from clinical trials. Patients who were positive for hepatitis B surface 
antigen or hepatitis B virus DNA were excluded from clinical trials. However, cases of hepatitis B reactivation 
were still reported in patients enrolled in the Phase 3 trials of RINVOQ. If hepatitis B virus DNA is detected while 
receiving RINVOQ, a liver specialist should be consulted. 
Mortality 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age 
and older with at least one cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor compared with TNF blockers. 
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ.
Malignancy and Lymphoproliferative Disorders
Malignancies, including lymphomas, were observed in clinical trials of RINVOQ [see Adverse Reactions]. 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients, a higher rate of 
malignancies (excluding non-melanoma skin cancer (NMSC)) was observed in patients treated with the JAK 
inhibitor compared to those treated with TNF blockers. A higher rate of lymphomas was observed in patients 
treated with the JAK inhibitor compared to those treated with TNF blockers. A higher rate of lung cancers 
was observed in current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall malignancies.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ, 
particularly in patients with a known malignancy (other than a successfully treated NMSC), patients who 
develop a malignancy when on treatment, and patients who are current or past smokers.

Non-Melanoma Skin Cancer
NMSCs have been reported in patients treated with RINVOQ. Periodic skin examination is recommended for 
patients who are at increased risk for skin cancer. 
Exposure to sunlight and UV light should be limited by wearing protective clothing and using a broad-spectrum 
sunscreen.  
Major Adverse Cardiovascular Events
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age and 
older with at least one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke was observed with 
the JAK inhibitor compared to those treated with TNF blockers. Patients who are current or past smokers are 
at additional increased risk. 
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ, 
particularly in patients who are current or past smokers and patients with other cardiovascular risk factors. 
Patients should be informed about the symptoms of serious cardiovascular events and the steps to take if they 
occur. Discontinue RINVOQ in patients that have experienced a myocardial infarction or stroke.
Thrombosis
Thrombosis, including deep venous thrombosis (DVT), pulmonary embolism (PE), and arterial thrombosis, have 
occurred in patients treated for inflammatory conditions with JAK inhibitors, including RINVOQ. Many of these 
adverse events were serious and some resulted in death. 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age 
and older with at least one cardiovascular risk factor, higher rates of overall thrombosis, DVT, and PE were 
observed compared to those treated with TNF blockers. 
If symptoms of thrombosis occur, patients should discontinue RINVOQ and be evaluated promptly and treated 
appropriately. Avoid RINVOQ in patients that may be at increased risk of thrombosis.
Hypersensitivity Reactions
Serious hypersensitivity reactions such as anaphylaxis and angioedema were reported in patients receiving 
RINVOQ in clinical trials. If a clinically significant hypersensitivity reaction occurs, discontinue RINVOQ and 
institute appropriate therapy [see Adverse Reactions].
Gastrointestinal Perforations
Gastrointestinal perforations have been reported in clinical trials with RINVOQ. In these trials, many patients 
with rheumatoid arthritis were receiving background therapy with nonsteroidal anti-inflammatory drugs 
(NSAIDs). 
Monitor RINVOQ-treated patients who may be at risk for gastrointestinal perforation (e.g., patients with a 
history of diverticulitis or taking NSAIDs). Evaluate promptly patients presenting with new onset abdominal pain 
for early identification of gastrointestinal perforation. 
Laboratory Abnormalities
Neutropenia 
Treatment with RINVOQ was associated with an increased incidence of neutropenia (ANC less than  
1000 cells/mm3). 
Evaluate neutrophil counts at baseline and thereafter according to routine patient management. Avoid 
RINVOQ initiation and interrupt RINVOQ treatment in patients with a low neutrophil count (i.e., ANC less than 
1000 cells/mm3). 
Lymphopenia
ALC less than 500 cells/mm3 were reported in RINVOQ-treated patients in clinical trials. 
Evaluate lymphocyte counts at baseline and thereafter according to routine patient management. Avoid RINVOQ 
initiation or interrupt RINVOQ treatment in patients with a low lymphocyte count (i.e., less than 500 cells/mm3). 
Anemia
Decreases in hemoglobin levels to less than 8 g/dL were reported in RINVOQ-treated patients in clinical trials. 
Evaluate hemoglobin at baseline and thereafter according to routine patient management. Avoid RINVOQ 
initiation or interrupt RINVOQ treatment in patients with a low hemoglobin level (i.e., less than 8 g/dL). 
Lipids 
Treatment with RINVOQ was associated with increases in lipid parameters, including total cholesterol,  
low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol [see Adverse 
Reactions]. Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin therapy. The 
effect of these lipid parameter elevations on cardiovascular morbidity and mortality has not been determined. 
Assess lipid parameters approximately 12 weeks after initiation of treatment, and thereafter according to the 
clinical guidelines for hyperlipidemia. Manage patients according to clinical guidelines for the management of 
hyperlipidemia. 
Liver Enzyme Elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme elevations compared to 
treatment with placebo. 
Evaluate liver enzymes at baseline and thereafter according to routine patient management. Prompt 
investigation of the cause of liver enzyme elevation is recommended to identify potential cases of drug-induced 
liver injury. 
If increases in ALT or AST are observed during routine patient management and drug-induced liver injury is 
suspected, RINVOQ should be interrupted until this diagnosis is excluded. 
Embryo-Fetal Toxicity
Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a pregnant woman. 
Administration of upadacitinib to rats and rabbits during organogenesis caused increases in fetal malformations.  
Verify the pregnancy status of patients of reproductive potential prior to starting treatment. Advise females of 
reproductive potential of the potential risk to the fetus and to use effective contraception during treatment with 
RINVOQ and for 4 weeks following completion of therapy [see Use in Specific Populations]. 
Vaccinations
Avoid use of live vaccines during, or immediately prior to, RINVOQ therapy. Prior to initiating RINVOQ, it 
is recommended that patients be brought up to date with all immunizations, including varicella zoster or 
prophylactic herpes zoster vaccinations, in agreement with current immunization guidelines. 

ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:
• Serious Infections [see Warnings and Precautions]
• Mortality [see Warnings and Precautions]
• Malignancy and Lymphoproliferative Disorders [see Warnings and Precautions]
• Major Adverse Cardiovascular Events [see Warnings and Precautions]
• Thrombosis [see Warnings and Precautions]
• Hypersensitivity Reactions [see Warnings and Precautions]
• Gastrointestinal Perforations [see Warnings and Precautions]
• Laboratory Abnormalities [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
Adverse Reactions in Patients with Rheumatoid Arthritis
A total of 3833 patients with rheumatoid arthritis were treated with upadacitinib in the Phase 3 clinical trials of 
whom 2806 were exposed for at least one year. 
Patients could advance or switch to RINVOQ 15 mg from placebo, or be rescued to RINVOQ from active 
comparator or placebo from as early as Week 12 depending on the trial design. 
A total of 2630 patients received at least 1 dose of RINVOQ 15 mg, of whom 1860 were exposed for at least 
one year. In trials RA-I, RA-II, RA-III and RA-V, 1213 patients received at least 1 dose of RINVOQ 15 mg, 
of which 986 patients were exposed for at least one year, and 1203 patients received at least 1 dose of 
upadacitinib 30 mg, of which 946 were exposed for at least one year. 
Table 1:  Adverse Reactions Reported in ≥ 1% of Rheumatoid Arthritis Patients Treated with RINVOQ  

15 mg in Placebo-controlled Trials 

Adverse Reaction

Placebo RINVOQ  
15 mg

n=1042  
(%) 

n=1035  
(%) 

Upper respiratory tract infection (URTI)* 9.5 13.5

Nausea 2.2 3.5

Cough 1.0 2.2

Pyrexia 0 1.2

*URTI includes: acute sinusitis, laryngitis, nasopharyngitis, oropharyngeal pain, pharyngitis, 
pharyngotonsillitis, rhinitis, sinusitis, tonsillitis, viral upper respiratory tract infection

Other adverse reactions reported in less than 1% of patients in the RINVOQ 15 mg group and at a higher rate 
than in the placebo group through Week 12 included pneumonia, herpes zoster, herpes simplex (includes oral 
herpes), and oral candidiasis. 
Four integrated datasets are presented in the Specific Adverse Reaction section: 
Placebo-controlled Trials: Trials RA-III, RA-IV, and RA-V were integrated to represent safety through 
12/14 weeks for placebo (n=1042) and RINVOQ 15 mg (n=1035). Trials RA-III and RA-V were integrated to 
represent safety through 12 weeks for placebo (n=390), RINVOQ 15 mg (n=385), and upadacitinib 30 mg 
(n=384). Trial RA-IV did not include the 30 mg dose and, therefore, safety data for upadacitinib 30 mg can only 
be compared with placebo and RINVOQ 15 mg rates from pooling trials RA-III and RA-V. 

MTX-controlled Trials: Trials RA-I and RA-II were integrated to represent safety through 12/14 weeks for MTX 
(n=530), RINVOQ 15 mg (n=534), and upadacitinib 30 mg (n=529). 
12-Month Exposure Dataset: Trials RA-I, II, III, and V were integrated to represent the long-term safety of 
RINVOQ 15 mg (n=1213) and upadacitinib 30 mg (n=1203). 
Exposure adjusted incidence rates were adjusted by trial for all the adverse events reported in this section. 
Specific Adverse Reactions
Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, infections were reported in 218 patients (95.7 per 100 
patient-years) treated with placebo and 284 patients (127.8 per 100 patient-years) treated with RINVOQ 
15 mg. In RA-III and RA-V, infections were reported in 99 patients (136.5 per 100 patient-years) treated with 
placebo, 118 patients (164.5 per 100 patient-years) treated with RINVOQ 15 mg, and 126 patients (180.3 per 
100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Infections were reported in 127 patients (119.5 per 100 patient-years) treated with MTX 
monotherapy, 104 patients (91.8 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and 128 
patients (115.1 per 100 patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Infections were reported in 615 patients (83.8 per 100 patient-years) treated with 
RINVOQ 15 mg and 674 patients (99.7 per 100 patient-years) treated with upadacitinib 30 mg. 
Serious Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, serious infections were reported in 6 patients  
(2.3 per 100 patient-years) treated with placebo, and 12 patients (4.6 per 100 patient-years) treated with 
RINVOQ 15 mg. In RA-III and RA-V, serious infections were reported in 1 patient (1.2 per 100 patient-years) 
treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 7 patients  
(8.2 per 100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Serious infections were reported in 2 patients (1.6 per 100 patient-years) treated with 
MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and 
8 patients (6.4 per 100 patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Serious infections were reported in 38 patients (3.5 per 100 patient-years) treated 
with RINVOQ 15 mg and 59 patients (5.6 per 100 patient-years) treated with upadacitinib 30 mg. 
The most frequently reported serious infections were pneumonia and cellulitis. 
Tuberculosis
Placebo-controlled Trials and MTX-controlled Trials: In the placebo-controlled period, there were no active 
cases of tuberculosis reported in the placebo, RINVOQ 15 mg, and upadacitinib 30 mg groups. In the  
MTX-controlled period, there were no active cases of tuberculosis reported in the MTX monotherapy, RINVOQ 
15 mg monotherapy, and upadacitinib 30 mg monotherapy groups. 
12-Month Exposure Dataset: Active tuberculosis was reported for 2 patients treated with RINVOQ 15 mg and 1 
patient treated with upadacitinib 30 mg. Cases of extra-pulmonary tuberculosis were reported. 
Opportunistic Infections (excluding tuberculosis)
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, opportunistic infections were reported in 3 patients 
(1.2 per 100 patient-years) treated with placebo, and 5 patients (1.9 per 100 patient-years) treated with 
RINVOQ 15 mg. In RA-III and RA-V, opportunistic infections were reported in 1 patient (1.2 per 100 patient-
years) treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 6 patients 
(7.1 per 100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Opportunistic infections were reported in 1 patient (0.8 per 100 patient-years) treated 
with MTX monotherapy, 0 patients treated with RINVOQ 15 mg monotherapy, and 4 patients (3.2 per 100 
patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Opportunistic infections were reported in 7 patients (0.6 per 100 patient-years) 
treated with RINVOQ 15 mg and 15 patients (1.4 per 100 patient-years) treated with upadacitinib 30 mg. 
Malignancies
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, malignancies excluding NMSC were reported in 1 patient 
(0.4 per 100 patient-years) treated with placebo, and 1 patient (0.4 per 100 patient-years) treated with RINVOQ 
15 mg. In RA-III and RA-V, malignancies excluding NMSC were reported in 0 patients treated with placebo, 
1 patient (1.1 per 100 patient-years) treated with RINVOQ 15 mg, and 3 patients (3.5 per 100 patient-years) 
treated with upadacitinib 30 mg. 
MTX-controlled Trials: Malignancies excluding NMSC were reported in 1 patient (0.8 per 100 patient-
years) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg 
monotherapy, and 0 patients treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Malignancies excluding NMSC were reported in 13 patients (1.2 per 100 patient-
years) treated with RINVOQ 15 mg and 14 patients (1.3 per 100 patient-years) treated with upadacitinib 30 mg. 
Gastrointestinal Perforations
Placebo-controlled Trials: There were no gastrointestinal perforations (based on medical review) reported in 
patients treated with placebo, RINVOQ 15 mg, and upadacitinib 30 mg. 
MTX-controlled Trials: There were no cases of gastrointestinal perforations reported in the MTX and RINVOQ 
15 mg group through 12/14 weeks. Two cases of gastrointestinal perforations were observed in the 
upadacitinib 30 mg group. 
12-Month Exposure Dataset: Gastrointestinal perforations were reported in 1 patient treated with RINVOQ 
15 mg and 4 patients treated with upadacitinib 30 mg. 
Thrombosis
Placebo-controlled Trials: In RA-IV, venous thrombosis (pulmonary embolism or deep vein thrombosis) 
was observed in 1 patient treated with placebo and 1 patient treated with RINVOQ 15 mg. In RA-V, venous 
thrombosis was observed in 1 patient treated with RINVOQ 15 mg. There were no observed cases of venous 
thrombosis reported in RA-III. No cases of arterial thrombosis were observed through 12/14 weeks. 
MTX-controlled Trials: In RA-II, venous thrombosis was observed in 0 patients treated with MTX monotherapy, 
1 patient treated with RINVOQ 15 mg monotherapy and 0 patients treated with upadacitinib 30 mg 
monotherapy through Week 14. In RA-II, no cases of arterial thrombosis were observed through 12/14 weeks. 
In RA-I, venous thrombosis was observed in 1 patient treated with MTX, 0 patients treated with RINVOQ 15 mg 
and 1 patient treated with upadacitinib 30 mg through Week 24. In RA-I, arterial thrombosis was observed in 1 
patient treated with upadacitinib 30 mg through Week 24. 
12-Month Exposure Dataset: Venous thrombosis events were reported in 5 patients (0.5 per 100 patient-years) 
treated with RINVOQ 15 mg and 4 patients (0.4 per 100 patient-years) treated with upadacitinib 30 mg. Arterial 
thrombosis events were reported in 0 patients treated with RINVOQ 15 mg and 2 patients (0.2 per 100 patient-
years) treated with upadacitinib 30 mg. 
Laboratory Abnormalities
Hepatic Transaminase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, alanine 
transaminase (ALT) and aspartate transaminase (AST) elevations ≥ 3 x upper limit of normal (ULN) in at least 
one measurement were observed in 2.1% and 1.5% of patients treated with RINVOQ 15 mg, and in 1.5% and 
0.7% of patients treated with placebo, respectively. In RA-III and RA-V, ALT and AST elevations ≥ 3 x ULN in 
at least one measurement were observed in 0.8% and 1.0% of patients treated with RINVOQ 15 mg, 1.0% 
and 0% of patients treated with upadacitinib 30 mg and in 1.3% and 1.0% of patients treated with placebo, 
respectively. 
In MTX-controlled trials, for up to 12/14 weeks, ALT and AST elevations ≥ 3 x ULN in at least one measurement 
were observed in 0.8% and 0.4% of patients treated with RINVOQ 15 mg, 1.7% and 1.3% of patients treated 
with upadacitinib 30 mg and in 1.9% and 0.9% of patients treated with MTX, respectively. 
Lipid Elevations
Upadacitinib treatment was associated with dose-related increases in total cholesterol, triglycerides and LDL 
cholesterol. Upadacitinib was also associated with increases in HDL cholesterol. Elevations in LDL and HDL 
cholesterol peaked by Week 8 and remained stable thereafter. In controlled trials, for up to 12/14 weeks, 
changes from baseline in lipid parameters in patients treated with RINVOQ 15 mg and upadacitinib 30 mg, 
respectively, are summarized below: 
• Mean LDL cholesterol increased by 14.81 mg/dL and 17.17 mg/dL.
• Mean HDL cholesterol increased by 8.16 mg/dL and 9.01 mg/dL.
• The mean LDL/HDL ratio remained stable.
• Mean triglycerides increased by 13.55 mg/dL and 14.44 mg/dL.
Creatine Phosphokinase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, 
dose-related increases in creatine phosphokinase (CPK) values were observed. CPK elevations > 5 x ULN 
were reported in 1.0%, and 0.3% of patients over 12/14 weeks in the RINVOQ 15 mg and placebo groups, 
respectively. Most elevations >5 x ULN were transient and did not require treatment discontinuation. In RA-III 
and RA-V, CPK elevations > 5 x ULN were observed in 0.3% of patients treated with placebo, 1.6% of patients 
treated with RINVOQ 15 mg, and none in patients treated with upadacitinib 30 mg. 
Neutropenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,  
dose-related decreases in neutrophil counts, below 1000 cells/mm3 in at least one measurement occurred 
in 1.1% and <0.1% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V, 
decreases in neutrophil counts below 1000 cells/mm3 in at least one measurement occurred in 0.3% of 
patients treated with placebo, 1.3% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with 
upadacitinib 30 mg. In clinical trials, treatment was interrupted in response to ANC less than 1000 cells/mm3. 
Lymphopenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,  
dose-related decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred 
in 0.9% and 0.7% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V, 
decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred in 0.5% of 
patients treated with placebo, 0.5% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with 
upadacitinib 30 mg. 
Anemia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, 
hemoglobin decreases below 8 g/dL in at least one measurement occurred in <0.1% of patients in both the 
RINVOQ 15 mg and placebo groups. In RA-III and RA-V, hemoglobin decreases below 8 g/dL in at least one 
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SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing serious infections that 
may lead to hospitalization or death. Most patients who developed these infections were 
taking concomitant immunosuppressants, such as methotrexate or corticosteroids. If a 
serious infection develops, interrupt RINVOQ until the infection is controlled. 
Reported infections include:
•  Active tuberculosis (TB), which may present with pulmonary or extrapulmonary 

disease. Test patients for latent TB before RINVOQ use and during therapy. Consider 
treatment for latent infection prior to RINVOQ use. 

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

pathogens.
Carefully consider the risks and benefits of treatment with RINVOQ prior to initiating 
therapy in patients with chronic or recurrent infection. Monitor patients closely for 
the development of signs and symptoms of infection during and after treatment with 
RINVOQ, including the possible development of TB in patients who tested negative for 
latent TB infection prior to initiating therapy.
MORTALITY
In a large, randomized, postmarketing safety study comparing another Janus kinase 
(JAK) inhibitor with tumor necrosis factor (TNF) blockers in rheumatoid arthritis (RA) 
patients ≥50 years old with at least one cardiovascular (CV) risk factor, a higher rate  
of all-cause mortality, including sudden CV death, was observed with the JAK inhibitor. 
Consider the benefits and risks for the individual patient prior to initiating or continuing 
therapy with RINVOQ.

MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with RINVOQ.
In a large, randomized, postmarketing safety study comparing another JAK inhibitor 
with TNF blockers in RA patients, a higher rate of malignancies (excluding non-
melanoma skin cancer [NMSC]), lymphomas, lymphomas, and lung cancer (in current 
or past smokers) was observed with the JAK inhibitor. Patients who are current or past 
smokers are at additional increased risk. 
With RINVOQ, consider the benefits and risks for the individual patient prior to initiating 
or continuing therapy, particularly in patients with a known malignancy (other than a 
successfully treated NMSC), patients who develop a malignancy when on treatment, and 
patients who are current or past smokers. NMSCs have been reported in patients treated 
with RINVOQ. Periodic skin examination is recommended for patients who are at increased 
risk for skin cancer. Advise patients to limit sunlight exposure by wearing protective 
clothing and using sunscreen.

MAJOR ADVERSE CARDIOVASCULAR EVENTS 
In a large, randomized, postmarketing study comparing another JAK inhibitor with 
TNF blockers in RA patients ≥50 years old with at least one CV risk factor, a higher rate 
of major adverse cardiovascular events (MACE) (defined as cardiovascular death, 
myocardial infarction, and stroke) was observed with the JAK inhibitor. Patients who 
are current or past smokers are at additional increased risk. Discontinue RINVOQ in 
patients that have experienced a myocardial infarction or stroke.
Consider the benefits and risks for the individual patient prior to initiating or continuing 
therapy with RINVOQ, particularly in patients who are current or past smokers and patients 
with other CV risk factors. Patients should be informed about the symptoms of serious CV 
events and the steps to take if they occur. 

THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial 
thrombosis have occurred in patients treated with JAK inhibitors used to treat 
inflammatory conditions. Many of these adverse events were serious and some 
resulted in death.
In a large, randomized, postmarketing study comparing another JAK inhibitor to TNF 
blockers in RA patients ≥50 years old with at least one CV risk factor, a higher rate of 
thrombosis was observed with the JAK inhibitor. Avoid RINVOQ in patients at risk. Patients 
with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated.
HYPERSENSITIVITY
RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any 
of its excipients. Serious hypersensitivity reactions, such as anaphylaxis and angioedema, 
were reported in patients receiving RINVOQ in clinical trials. If a clinically significant 
hypersensitivity reaction occurs, discontinue RINVOQ and institute appropriate therapy.

GASTROINTESTINAL PERFORATIONS
Gastrointestinal (GI) perforations have been reported in clinical trials with RINVOQ. In 
these trials, many patients with RA were receiving background therapy with nonsteroidal 
anti-inflammatory drugs (NSAIDs). Monitor RINVOQ-treated patients who may be at risk for 
gastrointestinal perforation (e.g., patients with a history of diverticulitis or taking 

NSAIDs). Promptly evaluate patients presenting with new onset abdominal pain for early 
identification of GI perforation. 

LABORATORY ABNORMALITIES
Neutropenia
Treatment with RINVOQ was associated with an increased incidence of neutropenia 
(absolute neutrophil count [ANC] <1000 cells/mm3). Treatment with RINVOQ is not 
recommended in patients with an ANC <1000 cells/mm3. Evaluate neutrophil counts  
at baseline and thereafter according to routine patient management.

Lymphopenia
Absolute lymphocyte counts (ALC) <500 cells/mm3 were reported in RINVOQ clinical 
studies. Treatment with RINVOQ is not recommended in patients with an ALC <500 cells/
mm3. Evaluate at baseline and thereafter according to routine patient management.

Anemia 
Decreases in hemoglobin levels to <8 g/dL were reported in RINVOQ clinical studies. 
Treatment should not be initiated or should be interrupted in patients with hemoglobin 
levels <8 g/dL. Evaluate at baseline and thereafter according to routine patient 
management.

Lipids
Treatment with RINVOQ was associated with increases in lipid parameters, including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) 
cholesterol. Manage patients according to clinical guidelines for the management of 
hyperlipidemia. Evaluate 12 weeks after initiation of treatment and thereafter according  
to the clinical guidelines for hyperlipidemia. 

Liver enzyme elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme 
elevation compared to placebo. Evaluate at baseline and thereafter according to routine 
patient management. Prompt investigation of the cause of liver enzyme elevation is 
recommended to identify potential cases of drug-induced liver injury. If increases in 
aspartate aminotransferase (AST) or alanine aminotransferase (ALT) are observed during 
routine patient management and drug-induced liver injury is suspected, RINVOQ should be 
interrupted until this diagnosis is excluded.

EMBRYO-FETAL TOXICITY
Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a 
pregnant woman. Advise pregnant women of the potential risk to a fetus. Advise females 
of reproductive potential to use effective contraception during treatment with RINVOQ 
and for 4 weeks after the final dose. Verify pregnancy status of females of reproductive 
potential prior to starting treatment with RINVOQ.

VACCINATION
Avoid use of live vaccines during, or immediately prior to, RINVOQ therapy. Prior to 
initiating RINVOQ, patients should be brought up to date on all immunizations, including 
varicella zoster or prophylactic herpes zoster vaccinations, in agreement with current 
immunization guidelines.

LACTATION
There are no data on the presence of RINVOQ in human milk, the effects on the breastfed 
infant, or the effects on milk production. Available data in animals have shown the excretion 
of RINVOQ in milk. Advise patients that breastfeeding is not recommended during 
treatment with RINVOQ and for 6 days after the last dose.

HEPATIC IMPAIRMENT
RINVOQ is not recommended for use in patients with severe hepatic impairment.

ADVERSE REACTIONS
The most common adverse reactions in RINVOQ clinical trials (≥1%) were upper respiratory 
tract infections, herpes zoster, herpes simplex, bronchitis, nausea, cough, pyrexia, acne, 
headache, blood creatine phosphokinase increased, hypersensitivity, folliculitis, abdominal 
pain, increased weight, influenza, fatigue, neutropenia, myalgia, and influenza-like illness.
Inform patients that retinal detachment has been reported in clinical trials with RINVOQ. 
Advise patients to immediately inform their healthcare provider if they develop any sudden 
changes in vision while receiving RINVOQ.
Dosage Forms and Strengths: RINVOQ is available in 15 mg and 30 mg extended-
release tablets.

Please see Brief Summary of full Prescribing Information on the following 
pages of this advertisement.
EASI=Eczema Area and Severity Index; NRS=numerical rating scale; vIGA=Validated Investigator’s Global 
Assessment. EASI 75 is an improvement of at least 75% in lesion extent and severity. EASI 90 is an improvement 
of at least 90% in lesion extent and severity. vIGA-AD 0/1 is defined as clear or almost clear skin with at least 
2 grades of reduction from baseline. Improvement in worst pruritus NRS ≥4 is defined as an improvement 
(reduction) in worst pruritus NRS ≥4 points.
References: 1. RINVOQ [package insert]. North Chicago, IL: AbbVie Inc.; 2022. 2. DOF [Data on File]. ABVRRTI72028. 
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WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE 
CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing serious infections that may lead 
to hospitalization or death [see Warnings and Precautions, Adverse Reactions]. Most patients who 
developed these infections were taking concomitant immunosuppressants such as methotrexate or 
corticosteroids. 
If a serious infection develops, interrupt RINVOQ until the infection is controlled. 
Reported infections include: 
• Active tuberculosis, which may present with pulmonary or extrapulmonary disease. Patients 

should be tested for latent tuberculosis before RINVOQ use and during therapy. Treatment for 
latent infection should be considered prior to RINVOQ use. 

• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic pathogens.
The risks and benefits of treatment with RINVOQ 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 RINVOQ, including the possible development of tuberculosis in patients 
who tested negative for latent tuberculosis infection prior to initiating therapy [see Warnings and 
Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) patients 50 years 
of age and older with at least one cardiovascular risk factor comparing another Janus kinase (JAK) 
inhibitor to tumor necrosis factor (TNF) blockers, a higher rate of all-cause mortality, including 
sudden cardiovascular death, was observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with RINVOQ. In RA 
patients treated with another JAK inhibitor, a higher rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared with TNF blockers. Patients who are current or 
past smokers are at additional increased risk [see Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS
In RA patients 50 years of age and older with at least one cardiovascular risk factor treated with 
another JAK inhibitor, a higher rate of major adverse cardiovascular events (MACE) (defined as 
cardiovascular death, myocardial infarction, and stroke), was observed when compared with TNF 
blockers. Patients who are current or past smokers are at additional increased risk. Discontinue 
RINVOQ in patients that have experienced a myocardial infarction or stroke [see Warnings and 
Precautions]. 
THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial thrombosis have 
occurred in patients treated with JAK inhibitors used to treat inflammatory conditions. Many of 
these adverse events were serious and some resulted in death. In RA patients 50 years of age and 
older with at least one cardiovascular risk factor treated with another JAK inhibitor, a higher rate 
of thrombosis was observed when compared with TNF blockers. Avoid RINVOQ in patients at risk. 
Patients with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated [see 
Warnings and Precautions].

INDICATIONS AND USAGE
Rheumatoid Arthritis
RINVOQ® (upadacitinib) is indicated for the treatment of adults with moderately to severely active rheumatoid 
arthritis who have had an inadequate response or intolerance to one or more TNF blockers. 
•  Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic disease-modifying 

antirheumatic drugs (DMARDs), or with potent immunosuppressants such as azathioprine and cyclosporine, 
is not recommended.

Psoriatic Arthritis
RINVOQ is indicated for the treatment of adults with active psoriatic arthritis who have had an inadequate 
response or intolerance to one or more TNF blockers.
• Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic DMARDs, or with potent 

immunosuppressants such as azathioprine and cyclosporine, is not recommended. 
Atopic Dermatitis
RINVOQ is indicated for the treatment of adults and pediatric patients 12 years of age and older with refractory, 
moderate to severe atopic dermatitis whose disease is not adequately controlled with other systemic drug 
products, including biologics, or when use of those therapies are inadvisable.
• Limitations of Use: RINVOQ is not recommended for use in combination with other JAK inhibitors, biologic 

immunomodulators, or with other immunosuppressants.

CONTRAINDICATIONS
RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any of its excipients [see 
Warnings and Precautions].
WARNINGS AND PRECAUTIONS
Serious Infections
Serious and sometimes fatal infections have been reported in patients receiving RINVOQ. The most frequent 
serious infections reported with RINVOQ included pneumonia and cellulitis [see Adverse Reactions]. Among 
opportunistic infections, tuberculosis, multidermatomal herpes zoster, oral/esophageal candidiasis, and 
cryptococcosis, were reported with RINVOQ. 
Avoid use of RINVOQ in patients with an active, serious infection, including localized infections. Consider the 
risks and benefits of treatment prior to initiating RINVOQ in patients: 
• with chronic or recurrent infection
• who have been exposed to tuberculosis 
• with a history of a serious or an opportunistic infection 
• 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 RINVOQ. Interrupt RINVOQ if a patient develops a serious or opportunistic infection. 
A patient who develops a new infection during treatment with RINVOQ should undergo prompt and complete 
diagnostic testing appropriate for an immunocompromised patient; appropriate antimicrobial therapy should 
be initiated, the patient should be closely monitored, and RINVOQ should be interrupted if the patient is not 
responding to antimicrobial therapy. RINVOQ may be resumed once the infection is controlled. 
Tuberculosis
Evaluate and test patients for latent and active tuberculosis (TB) infection prior to administration of RINVOQ. 
Patients with latent TB should be treated with standard antimycobacterial therapy before initiating RINVOQ. 
RINVOQ should not be given to patients with active TB. Consider anti-TB therapy prior to initiation of RINVOQ in 
patients with previously untreated latent TB or active TB in whom an adequate course of treatment cannot be 
confirmed, and for patients with a negative test for latent TB but who have risk factors for TB infection. 
Consultation with a physician with expertise in the treatment of TB is recommended to aid in the decision 
about whether initiating anti-TB therapy is appropriate for an individual patient. 
During RINVOQ use, monitor patients for the development of signs and symptoms of TB, including patients who 
tested negative for latent TB infection prior to initiating therapy. 
Viral Reactivation
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster) and hepatitis B virus 
reactivation, were reported in clinical trials with RINVOQ [see Adverse Reactions]. The risk of herpes zoster 
appears to be higher in patients treated with RINVOQ in Japan. If a patient develops herpes zoster, consider 
temporarily interrupting RINVOQ until the episode resolves. 
Screening for viral hepatitis and monitoring for reactivation should be performed in accordance with clinical 
guidelines before starting and during therapy with RINVOQ. Patients who were positive for hepatitis C antibody 
and hepatitis C virus RNA, were excluded from clinical trials. Patients who were positive for hepatitis B surface 
antigen or hepatitis B virus DNA were excluded from clinical trials. However, cases of hepatitis B reactivation 
were still reported in patients enrolled in the Phase 3 trials of RINVOQ. If hepatitis B virus DNA is detected while 
receiving RINVOQ, a liver specialist should be consulted. 
Mortality 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age 
and older with at least one cardiovascular risk factor, a higher rate of all-cause mortality, including sudden 
cardiovascular death, was observed in patients treated with the JAK inhibitor compared with TNF blockers. 
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ.
Malignancy and Lymphoproliferative Disorders
Malignancies, including lymphomas, were observed in clinical trials of RINVOQ [see Adverse Reactions]. 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients, a higher rate of 
malignancies (excluding non-melanoma skin cancer (NMSC)) was observed in patients treated with the JAK 
inhibitor compared to those treated with TNF blockers. A higher rate of lymphomas was observed in patients 
treated with the JAK inhibitor compared to those treated with TNF blockers. A higher rate of lung cancers 
was observed in current or past smokers treated with the JAK inhibitor compared to those treated with TNF 
blockers. In this study, current or past smokers had an additional increased risk of overall malignancies.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ, 
particularly in patients with a known malignancy (other than a successfully treated NMSC), patients who 
develop a malignancy when on treatment, and patients who are current or past smokers.

Non-Melanoma Skin Cancer
NMSCs have been reported in patients treated with RINVOQ. Periodic skin examination is recommended for 
patients who are at increased risk for skin cancer. 
Exposure to sunlight and UV light should be limited by wearing protective clothing and using a broad-spectrum 
sunscreen.  
Major Adverse Cardiovascular Events
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age and 
older with at least one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE) 
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke was observed with 
the JAK inhibitor compared to those treated with TNF blockers. Patients who are current or past smokers are 
at additional increased risk. 
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ, 
particularly in patients who are current or past smokers and patients with other cardiovascular risk factors. 
Patients should be informed about the symptoms of serious cardiovascular events and the steps to take if they 
occur. Discontinue RINVOQ in patients that have experienced a myocardial infarction or stroke.
Thrombosis
Thrombosis, including deep venous thrombosis (DVT), pulmonary embolism (PE), and arterial thrombosis, have 
occurred in patients treated for inflammatory conditions with JAK inhibitors, including RINVOQ. Many of these 
adverse events were serious and some resulted in death. 
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age 
and older with at least one cardiovascular risk factor, higher rates of overall thrombosis, DVT, and PE were 
observed compared to those treated with TNF blockers. 
If symptoms of thrombosis occur, patients should discontinue RINVOQ and be evaluated promptly and treated 
appropriately. Avoid RINVOQ in patients that may be at increased risk of thrombosis.
Hypersensitivity Reactions
Serious hypersensitivity reactions such as anaphylaxis and angioedema were reported in patients receiving 
RINVOQ in clinical trials. If a clinically significant hypersensitivity reaction occurs, discontinue RINVOQ and 
institute appropriate therapy [see Adverse Reactions].
Gastrointestinal Perforations
Gastrointestinal perforations have been reported in clinical trials with RINVOQ. In these trials, many patients 
with rheumatoid arthritis were receiving background therapy with nonsteroidal anti-inflammatory drugs 
(NSAIDs). 
Monitor RINVOQ-treated patients who may be at risk for gastrointestinal perforation (e.g., patients with a 
history of diverticulitis or taking NSAIDs). Evaluate promptly patients presenting with new onset abdominal pain 
for early identification of gastrointestinal perforation. 
Laboratory Abnormalities
Neutropenia 
Treatment with RINVOQ was associated with an increased incidence of neutropenia (ANC less than  
1000 cells/mm3). 
Evaluate neutrophil counts at baseline and thereafter according to routine patient management. Avoid 
RINVOQ initiation and interrupt RINVOQ treatment in patients with a low neutrophil count (i.e., ANC less than 
1000 cells/mm3). 
Lymphopenia
ALC less than 500 cells/mm3 were reported in RINVOQ-treated patients in clinical trials. 
Evaluate lymphocyte counts at baseline and thereafter according to routine patient management. Avoid RINVOQ 
initiation or interrupt RINVOQ treatment in patients with a low lymphocyte count (i.e., less than 500 cells/mm3). 
Anemia
Decreases in hemoglobin levels to less than 8 g/dL were reported in RINVOQ-treated patients in clinical trials. 
Evaluate hemoglobin at baseline and thereafter according to routine patient management. Avoid RINVOQ 
initiation or interrupt RINVOQ treatment in patients with a low hemoglobin level (i.e., less than 8 g/dL). 
Lipids 
Treatment with RINVOQ was associated with increases in lipid parameters, including total cholesterol,  
low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol [see Adverse 
Reactions]. Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin therapy. The 
effect of these lipid parameter elevations on cardiovascular morbidity and mortality has not been determined. 
Assess lipid parameters approximately 12 weeks after initiation of treatment, and thereafter according to the 
clinical guidelines for hyperlipidemia. Manage patients according to clinical guidelines for the management of 
hyperlipidemia. 
Liver Enzyme Elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme elevations compared to 
treatment with placebo. 
Evaluate liver enzymes at baseline and thereafter according to routine patient management. Prompt 
investigation of the cause of liver enzyme elevation is recommended to identify potential cases of drug-induced 
liver injury. 
If increases in ALT or AST are observed during routine patient management and drug-induced liver injury is 
suspected, RINVOQ should be interrupted until this diagnosis is excluded. 
Embryo-Fetal Toxicity
Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a pregnant woman. 
Administration of upadacitinib to rats and rabbits during organogenesis caused increases in fetal malformations.  
Verify the pregnancy status of patients of reproductive potential prior to starting treatment. Advise females of 
reproductive potential of the potential risk to the fetus and to use effective contraception during treatment with 
RINVOQ and for 4 weeks following completion of therapy [see Use in Specific Populations]. 
Vaccinations
Avoid use of live vaccines during, or immediately prior to, RINVOQ therapy. Prior to initiating RINVOQ, it 
is recommended that patients be brought up to date with all immunizations, including varicella zoster or 
prophylactic herpes zoster vaccinations, in agreement with current immunization guidelines. 

ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:
• Serious Infections [see Warnings and Precautions]
• Mortality [see Warnings and Precautions]
• Malignancy and Lymphoproliferative Disorders [see Warnings and Precautions]
• Major Adverse Cardiovascular Events [see Warnings and Precautions]
• Thrombosis [see Warnings and Precautions]
• Hypersensitivity Reactions [see Warnings and Precautions]
• Gastrointestinal Perforations [see Warnings and Precautions]
• Laboratory Abnormalities [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice. 
Adverse Reactions in Patients with Rheumatoid Arthritis
A total of 3833 patients with rheumatoid arthritis were treated with upadacitinib in the Phase 3 clinical trials of 
whom 2806 were exposed for at least one year. 
Patients could advance or switch to RINVOQ 15 mg from placebo, or be rescued to RINVOQ from active 
comparator or placebo from as early as Week 12 depending on the trial design. 
A total of 2630 patients received at least 1 dose of RINVOQ 15 mg, of whom 1860 were exposed for at least 
one year. In trials RA-I, RA-II, RA-III and RA-V, 1213 patients received at least 1 dose of RINVOQ 15 mg, 
of which 986 patients were exposed for at least one year, and 1203 patients received at least 1 dose of 
upadacitinib 30 mg, of which 946 were exposed for at least one year. 
Table 1:  Adverse Reactions Reported in ≥ 1% of Rheumatoid Arthritis Patients Treated with RINVOQ  

15 mg in Placebo-controlled Trials 

Adverse Reaction

Placebo RINVOQ  
15 mg

n=1042  
(%) 

n=1035  
(%) 

Upper respiratory tract infection (URTI)* 9.5 13.5

Nausea 2.2 3.5

Cough 1.0 2.2

Pyrexia 0 1.2

*URTI includes: acute sinusitis, laryngitis, nasopharyngitis, oropharyngeal pain, pharyngitis, 
pharyngotonsillitis, rhinitis, sinusitis, tonsillitis, viral upper respiratory tract infection

Other adverse reactions reported in less than 1% of patients in the RINVOQ 15 mg group and at a higher rate 
than in the placebo group through Week 12 included pneumonia, herpes zoster, herpes simplex (includes oral 
herpes), and oral candidiasis. 
Four integrated datasets are presented in the Specific Adverse Reaction section: 
Placebo-controlled Trials: Trials RA-III, RA-IV, and RA-V were integrated to represent safety through 
12/14 weeks for placebo (n=1042) and RINVOQ 15 mg (n=1035). Trials RA-III and RA-V were integrated to 
represent safety through 12 weeks for placebo (n=390), RINVOQ 15 mg (n=385), and upadacitinib 30 mg 
(n=384). Trial RA-IV did not include the 30 mg dose and, therefore, safety data for upadacitinib 30 mg can only 
be compared with placebo and RINVOQ 15 mg rates from pooling trials RA-III and RA-V. 

MTX-controlled Trials: Trials RA-I and RA-II were integrated to represent safety through 12/14 weeks for MTX 
(n=530), RINVOQ 15 mg (n=534), and upadacitinib 30 mg (n=529). 
12-Month Exposure Dataset: Trials RA-I, II, III, and V were integrated to represent the long-term safety of 
RINVOQ 15 mg (n=1213) and upadacitinib 30 mg (n=1203). 
Exposure adjusted incidence rates were adjusted by trial for all the adverse events reported in this section. 
Specific Adverse Reactions
Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, infections were reported in 218 patients (95.7 per 100 
patient-years) treated with placebo and 284 patients (127.8 per 100 patient-years) treated with RINVOQ 
15 mg. In RA-III and RA-V, infections were reported in 99 patients (136.5 per 100 patient-years) treated with 
placebo, 118 patients (164.5 per 100 patient-years) treated with RINVOQ 15 mg, and 126 patients (180.3 per 
100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Infections were reported in 127 patients (119.5 per 100 patient-years) treated with MTX 
monotherapy, 104 patients (91.8 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and 128 
patients (115.1 per 100 patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Infections were reported in 615 patients (83.8 per 100 patient-years) treated with 
RINVOQ 15 mg and 674 patients (99.7 per 100 patient-years) treated with upadacitinib 30 mg. 
Serious Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, serious infections were reported in 6 patients  
(2.3 per 100 patient-years) treated with placebo, and 12 patients (4.6 per 100 patient-years) treated with 
RINVOQ 15 mg. In RA-III and RA-V, serious infections were reported in 1 patient (1.2 per 100 patient-years) 
treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 7 patients  
(8.2 per 100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Serious infections were reported in 2 patients (1.6 per 100 patient-years) treated with 
MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and 
8 patients (6.4 per 100 patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Serious infections were reported in 38 patients (3.5 per 100 patient-years) treated 
with RINVOQ 15 mg and 59 patients (5.6 per 100 patient-years) treated with upadacitinib 30 mg. 
The most frequently reported serious infections were pneumonia and cellulitis. 
Tuberculosis
Placebo-controlled Trials and MTX-controlled Trials: In the placebo-controlled period, there were no active 
cases of tuberculosis reported in the placebo, RINVOQ 15 mg, and upadacitinib 30 mg groups. In the  
MTX-controlled period, there were no active cases of tuberculosis reported in the MTX monotherapy, RINVOQ 
15 mg monotherapy, and upadacitinib 30 mg monotherapy groups. 
12-Month Exposure Dataset: Active tuberculosis was reported for 2 patients treated with RINVOQ 15 mg and 1 
patient treated with upadacitinib 30 mg. Cases of extra-pulmonary tuberculosis were reported. 
Opportunistic Infections (excluding tuberculosis)
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, opportunistic infections were reported in 3 patients 
(1.2 per 100 patient-years) treated with placebo, and 5 patients (1.9 per 100 patient-years) treated with 
RINVOQ 15 mg. In RA-III and RA-V, opportunistic infections were reported in 1 patient (1.2 per 100 patient-
years) treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 6 patients 
(7.1 per 100 patient-years) treated with upadacitinib 30 mg. 
MTX-controlled Trials: Opportunistic infections were reported in 1 patient (0.8 per 100 patient-years) treated 
with MTX monotherapy, 0 patients treated with RINVOQ 15 mg monotherapy, and 4 patients (3.2 per 100 
patient-years) treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Opportunistic infections were reported in 7 patients (0.6 per 100 patient-years) 
treated with RINVOQ 15 mg and 15 patients (1.4 per 100 patient-years) treated with upadacitinib 30 mg. 
Malignancies
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, malignancies excluding NMSC were reported in 1 patient 
(0.4 per 100 patient-years) treated with placebo, and 1 patient (0.4 per 100 patient-years) treated with RINVOQ 
15 mg. In RA-III and RA-V, malignancies excluding NMSC were reported in 0 patients treated with placebo, 
1 patient (1.1 per 100 patient-years) treated with RINVOQ 15 mg, and 3 patients (3.5 per 100 patient-years) 
treated with upadacitinib 30 mg. 
MTX-controlled Trials: Malignancies excluding NMSC were reported in 1 patient (0.8 per 100 patient-
years) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg 
monotherapy, and 0 patients treated with upadacitinib 30 mg monotherapy. 
12-Month Exposure Dataset: Malignancies excluding NMSC were reported in 13 patients (1.2 per 100 patient-
years) treated with RINVOQ 15 mg and 14 patients (1.3 per 100 patient-years) treated with upadacitinib 30 mg. 
Gastrointestinal Perforations
Placebo-controlled Trials: There were no gastrointestinal perforations (based on medical review) reported in 
patients treated with placebo, RINVOQ 15 mg, and upadacitinib 30 mg. 
MTX-controlled Trials: There were no cases of gastrointestinal perforations reported in the MTX and RINVOQ 
15 mg group through 12/14 weeks. Two cases of gastrointestinal perforations were observed in the 
upadacitinib 30 mg group. 
12-Month Exposure Dataset: Gastrointestinal perforations were reported in 1 patient treated with RINVOQ 
15 mg and 4 patients treated with upadacitinib 30 mg. 
Thrombosis
Placebo-controlled Trials: In RA-IV, venous thrombosis (pulmonary embolism or deep vein thrombosis) 
was observed in 1 patient treated with placebo and 1 patient treated with RINVOQ 15 mg. In RA-V, venous 
thrombosis was observed in 1 patient treated with RINVOQ 15 mg. There were no observed cases of venous 
thrombosis reported in RA-III. No cases of arterial thrombosis were observed through 12/14 weeks. 
MTX-controlled Trials: In RA-II, venous thrombosis was observed in 0 patients treated with MTX monotherapy, 
1 patient treated with RINVOQ 15 mg monotherapy and 0 patients treated with upadacitinib 30 mg 
monotherapy through Week 14. In RA-II, no cases of arterial thrombosis were observed through 12/14 weeks. 
In RA-I, venous thrombosis was observed in 1 patient treated with MTX, 0 patients treated with RINVOQ 15 mg 
and 1 patient treated with upadacitinib 30 mg through Week 24. In RA-I, arterial thrombosis was observed in 1 
patient treated with upadacitinib 30 mg through Week 24. 
12-Month Exposure Dataset: Venous thrombosis events were reported in 5 patients (0.5 per 100 patient-years) 
treated with RINVOQ 15 mg and 4 patients (0.4 per 100 patient-years) treated with upadacitinib 30 mg. Arterial 
thrombosis events were reported in 0 patients treated with RINVOQ 15 mg and 2 patients (0.2 per 100 patient-
years) treated with upadacitinib 30 mg. 
Laboratory Abnormalities
Hepatic Transaminase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, alanine 
transaminase (ALT) and aspartate transaminase (AST) elevations ≥ 3 x upper limit of normal (ULN) in at least 
one measurement were observed in 2.1% and 1.5% of patients treated with RINVOQ 15 mg, and in 1.5% and 
0.7% of patients treated with placebo, respectively. In RA-III and RA-V, ALT and AST elevations ≥ 3 x ULN in 
at least one measurement were observed in 0.8% and 1.0% of patients treated with RINVOQ 15 mg, 1.0% 
and 0% of patients treated with upadacitinib 30 mg and in 1.3% and 1.0% of patients treated with placebo, 
respectively. 
In MTX-controlled trials, for up to 12/14 weeks, ALT and AST elevations ≥ 3 x ULN in at least one measurement 
were observed in 0.8% and 0.4% of patients treated with RINVOQ 15 mg, 1.7% and 1.3% of patients treated 
with upadacitinib 30 mg and in 1.9% and 0.9% of patients treated with MTX, respectively. 
Lipid Elevations
Upadacitinib treatment was associated with dose-related increases in total cholesterol, triglycerides and LDL 
cholesterol. Upadacitinib was also associated with increases in HDL cholesterol. Elevations in LDL and HDL 
cholesterol peaked by Week 8 and remained stable thereafter. In controlled trials, for up to 12/14 weeks, 
changes from baseline in lipid parameters in patients treated with RINVOQ 15 mg and upadacitinib 30 mg, 
respectively, are summarized below: 
• Mean LDL cholesterol increased by 14.81 mg/dL and 17.17 mg/dL.
• Mean HDL cholesterol increased by 8.16 mg/dL and 9.01 mg/dL.
• The mean LDL/HDL ratio remained stable.
• Mean triglycerides increased by 13.55 mg/dL and 14.44 mg/dL.
Creatine Phosphokinase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, 
dose-related increases in creatine phosphokinase (CPK) values were observed. CPK elevations > 5 x ULN 
were reported in 1.0%, and 0.3% of patients over 12/14 weeks in the RINVOQ 15 mg and placebo groups, 
respectively. Most elevations >5 x ULN were transient and did not require treatment discontinuation. In RA-III 
and RA-V, CPK elevations > 5 x ULN were observed in 0.3% of patients treated with placebo, 1.6% of patients 
treated with RINVOQ 15 mg, and none in patients treated with upadacitinib 30 mg. 
Neutropenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,  
dose-related decreases in neutrophil counts, below 1000 cells/mm3 in at least one measurement occurred 
in 1.1% and <0.1% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V, 
decreases in neutrophil counts below 1000 cells/mm3 in at least one measurement occurred in 0.3% of 
patients treated with placebo, 1.3% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with 
upadacitinib 30 mg. In clinical trials, treatment was interrupted in response to ANC less than 1000 cells/mm3. 
Lymphopenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,  
dose-related decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred 
in 0.9% and 0.7% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V, 
decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred in 0.5% of 
patients treated with placebo, 0.5% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with 
upadacitinib 30 mg. 
Anemia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, 
hemoglobin decreases below 8 g/dL in at least one measurement occurred in <0.1% of patients in both the 
RINVOQ 15 mg and placebo groups. In RA-III and RA-V, hemoglobin decreases below 8 g/dL in at least one 
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USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Available data from the pharmacovigilance safety database and postmarketing case reports on use of RINVOQ 
in pregnant women are not sufficient to evaluate a drug-associated risk for major birth defects or miscarriage. 
Based on animal studies, RINVOQ has the potential to adversely affect a developing fetus. Advise patients of 
reproductive potential and pregnant patients of the potential risk to the fetus.
In animal embryo-fetal development studies, oral upadacitinib administration to pregnant rats and rabbits 
at exposures equal to or greater than approximately 2 and 17 times the 15 mg dose and 0.9 and 8.5 times 
the maximum recommended human dose (MRHD) of 30 mg, respectively, resulted in dose-related increases 
in skeletal malformations (rats only), an increased incidence of cardiovascular malformations (rabbits only), 
increased post-implantation loss (rabbits only), and decreased fetal body weights in both rats and rabbits. 
No developmental toxicity was observed in pregnant rats and rabbits treated with oral upadacitinib during 
organogenesis at approximately 0.3 and 2.5 times the 15 mg dose and 0.2 and 1.3 times the MRHD of 
30 mg, respectively. In a pre- and post-natal development study in pregnant female rats, oral upadacitinib 
administration at exposures approximately 1.6 times the MRHD of 30 mg resulted in no maternal or 
developmental toxicity (see. Data). 
The background risks of major birth defects and miscarriage for the indicated populations are unknown.  
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general 
population, the estimated background risk of major birth defects and miscarriages are 2-4% and 15-20%, 
respectively. 
Report pregnancies to the AbbVie Inc.’s Adverse Event reporting line at 1-888-633-9110, or FDA at  
1-800-FDA-1088 or www.fda.gov/medwatch.
Clinical Considerations 
Disease-Associated Maternal and/or Embryo/Fetal Risk 
Published data suggest that increased disease activity is associated with the risk of developing adverse 
pregnancy outcomes in women with rheumatoid arthritis. Adverse pregnancy outcomes include preterm 
delivery (before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational 
age at birth. 
Data 
Animal Data
In an oral embryo-fetal development study, pregnant rats received upadacitinib at doses of 5, 25, and  
75 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib was teratogenic 
(skeletal malformations that consisted of misshapen humerus and bent scapula) at exposures equal to or 
greater than approximately 1.0 times the MRHD of 30 mg (on an AUC basis at maternal oral doses of  
5 mg/kg/day and higher). Additional skeletal malformations (bent forelimbs/hindlimbs and rib/vertebral 
defects) and decreased fetal body weights were observed in the absence of maternal toxicity at an exposure 
approximately 48 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of 75 mg/kg/day). 
In a second oral embryo-fetal development study, pregnant rats received upadacitinib at doses of 1.5 and 
4 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib was teratogenic 
(skeletal malformations that included bent humerus and scapula) at exposures approximately 0.9 times the 
MRHD of 30 mg (on an AUC basis at maternal oral doses of 4 mg/kg/day). No developmental toxicity was 
observed in rats at an exposure approximately 0.2 times the MRHD of 30 mg (on an AUC basis at a maternal 
oral dose of 1.5 mg/kg/day). 
In an oral embryo-fetal developmental study, pregnant rabbits received upadacitinib at doses of 2.5, 10, and 
25 mg/kg/day during the period of organogenesis from gestation day 7 to 19. Embryolethality, decreased fetal 
body weights, and cardiovascular malformations were observed in the presence of maternal toxicity at an 
exposure approximately 8.5 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of  
25 mg/kg/day). Embryolethality consisted of increased post-implantation loss that was due to elevated 
incidences of both total and early resorptions. No developmental toxicity was observed in rabbits at an exposure 
approximately 1.3 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of 10 mg/kg/day). 
In an oral pre- and post-natal development study, pregnant female rats received upadacitinib at doses of  
2.5, 5, and 10 mg/kg/day from gestation day 6 through lactation day 20. No maternal or developmental toxicity 
was observed in either mothers or offspring, respectively, at an exposure approximately 1.6 times the MRHD of 
30 mg (on an AUC basis at a maternal oral dose of 10 mg/kg/day). 
Lactation
Risk Summary
There are no data on the presence of upadacitinib in human milk, the effects on the breastfed infant, or the 
effects on milk production. Available pharmacodynamic/toxicological data in animals have shown excretion of 
upadacitinib in milk (see Data). When a drug is present in animal milk, it is likely that the drug will be present 
in human milk. Because of the potential for serious adverse reactions in the breastfed infant, advise patients 
that breastfeeding is not recommended during treatment with RINVOQ, and for 6 days (approximately  
10 half-lives) after the last dose. 
Data
A single oral dose of 10 mg/kg radiolabeled upadacitinib was administered to lactating female Sprague-Dawley 
rats on post-partum days 7-8. Drug exposure was approximately 30-fold greater in milk than in maternal 
plasma based on AUC0-t values. Approximately 97% of drug-related material in milk was parent drug. 
Females and Males of Reproductive Potential 
Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to starting treatment with RINVOQ  
[see Use in Specific Populations]. 
Contraception 
Females
Based on animal studies, upadacitinib may cause embryo-fetal harm when administered to pregnant 
women [see Use in Specific Populations]. Advise female patients of reproductive potential to use effective 
contraception during treatment with RINVOQ and for 4 weeks after the final dose. 
Pediatric Use
Juvenile Idiopathic Arthritis and Psoriatic Arthritis
The safety and effectiveness of RINVOQ in pediatric patients with juvenile idiopathic arthritis and psoriatic 
arthritis have not been established. 
Atopic Dermatitis
The safety and effectiveness of RINVOQ in pediatric patients 12 years of age and older weighing at least 
40 kg with atopic dermatitis have been established. A total of 344 pediatric patients aged 12 to 17 years with 
moderate to severe atopic dermatitis were randomized across three trials (AD-1, AD-2 and AD-3) to receive 
either RINVOQ 15 mg (N=114) or 30 mg (N=114) or matching placebo (N=116) in monotherapy or combination 
with topical corticosteroids. Efficacy was consistent between the pediatric patients and adults. The adverse 
reaction profile in the pediatric patients was similar to the adults [see Adverse Reactions]. 
The safety and effectiveness of RINVOQ in pediatric patients less than 12 years of age with atopic dermatitis 
have not been established.
Geriatric Use
Rheumatoid Arthritis and Psoriatic Arthritis 
Of the 4381 patients treated in the five clinical studies, a total of 906 rheumatoid arthritis patients were 65 
years of age or older, including 146 patients 75 years and older. Of the 1827 patients treated in the two 
psoriatic arthritis Phase 3 clinical studies, a total of 274 patients were 65 years of age or older, including 
34 patients 75 years and older. No differences in effectiveness were observed between these patients and 
younger patients; however, there was a higher rate of overall adverse events, including serious infections, in 
patients 65 years of age and older. 
Atopic Dermatitis
Of the 2583 patients treated in the three Phase 3 clinical trials, a total of 120 patients with atopic dermatitis 
were 65 years of age or older, including 6 patients 75 years of age. No differences in effectiveness were 

observed between these patients and younger patients; however, there was a higher rate of serious infections 
and malignancies in those patients 65 years of age or older in the 30 mg dosing group in the long-term trials. 
Renal Impairment
For patients with rheumatoid arthritis and psoriatic arthritis, no dosage adjustment is needed in patients with 
mild, moderate or severe renal impairment.  
For patients with atopic dermatitis, the maximum recommended dosage is 15 mg once daily for patients 
with severe renal impairment (CrCL < 30 mL/min). No dosage adjustment is needed in patients with mild or 
moderate renal impairment.
The use of RINVOQ has not been studied in patients with end stage renal disease, and therefore not 
recommended for use in this population. 
Hepatic Impairment
No dosage adjustment is needed in patients with mild (Child Pugh A) or moderate (Child Pugh B) hepatic 
impairment. The use of RINVOQ has not been studied in patients with severe hepatic impairment (Child Pugh C), 
and therefore not recommended for use in this population. 

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
Serious Infections
Inform patients that they may be more likely to develop infections when taking RINVOQ. Instruct patients to 
contact their healthcare provider immediately during treatment if they develop any signs or symptoms of an 
infection [see Warnings and Precautions]. 
Advise patients that the risk of herpes zoster is increased in patients taking RINVOQ and in some cases can be 
serious [see Warnings and Precautions]. 
Malignancies
Inform patients that RINVOQ may increase their risk of certain cancers and that periodic skin examinations 
should be performed while using RINVOQ. 
Advise patients that exposure to sunlight and UV light should be limited by wearing protective clothing and 
using a broad-spectrum sunscreen [see Warnings and Precautions].
Major Adverse Cardiovascular Events
Inform patients that RINVOQ may increase their risk of major adverse cardiovascular events (MACE) including 
myocardial infarction, stroke, and cardiovascular death. Instruct all patients, especially current or past smokers 
or patients with other cardiovascular risk factors, to be alert for the development of signs and symptoms of 
cardiovascular events [see Warnings and Precautions].
Thrombosis
Inform patients that events of deep venous thrombosis and pulmonary embolism have been reported in 
clinical trials with RINVOQ. Instruct patients to seek immediate medical attention if they develop any signs or 
symptoms of a DVT or PE [see Warnings and Precautions]. 
Hypersensitivity Reactions
Advise patients to discontinue RINVOQ and seek immediate medical attention if they develop any signs and 
symptoms of allergic reactions [see Warnings and Precautions]. 
Gastrointestinal Perforations
Inform patients that gastrointestinal perforations have been reported in clinical trials with RINVOQ and that 
risk factors include the use of NSAIDS or history of diverticulitis. Instruct patients to seek medical care 
immediately if they experience new onset of abdominal pain, fever, chills, nausea, or vomiting [see Warnings 
and Precautions]. 
Retinal Detachment
Inform patients that retinal detachment has been reported in clinical trials with RINVOQ.  Advise patients to 
immediately inform their healthcare provider if they develop any sudden changes in vision while receiving 
RINVOQ [see Adverse Reactions].
Laboratory Abnormalities
Inform patients that RINVOQ may affect certain lab tests, and that blood tests are required before and during 
RINVOQ treatment [see Warnings and Precautions]. 
Vaccinations
Advise patients to avoid use of live vaccines with RINVOQ. Instruct patients to inform their healthcare 
practitioner that they are taking RINVOQ prior to a potential vaccination [see Warnings and Precautions].
Embryo-Fetal Toxicity
Advise pregnant women and females of reproductive potential that exposure to RINVOQ during pregnancy may 
result in fetal harm. Advise females to inform their healthcare provider of a known or suspected pregnancy 
[see Warnings and Precautions and Use in Specific Populations]. 
Advise females of reproductive potential that effective contraception should be used during treatment and for  
4 weeks following the final dose of upadacitinib [see Use in Specific Populations]. 
Advise females patients who are exposed to RINVOQ during pregnancy to contact AbbVie Inc. at  
1-800-633-9110 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
Lactation
Advise women not to breastfeed during treatment with RINVOQ and for 6 days after the last dose [see Use in 
Specific Populations]. 
Administration
Advise patients not to chew, crush, or split RINVOQ tablets. 
Manufactured by: AbbVie Ireland NL B.V., Sligo, Ireland
Packed and Distributed by: AbbVie Inc., North Chicago, IL 60064
RINVOQ® is a registered trademark of AbbVie Biotechnology Ltd.
©2019-2022 AbbVie Inc.
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measurement were observed in 0.3% of patients treated with placebo, and none in patients treated with 
RINVOQ 15 mg and upadacitinib 30 mg. 
Adverse Reactions in Patients with Psoriatic Arthritis 
A total of 1827 patients with psoriatic arthritis were treated with upadacitinib in clinical studies representing 
1639.2 patient-years of exposure, of whom 722 were exposed to upadacitinib for at least one year. In the two 
Phase 3 studies, 907 patients received at least 1 dose of RINVOQ 15 mg, of whom 359 were exposed for at 
least one year.
Two placebo-controlled studies were integrated (640 patients on RINVOQ 15 mg once daily and 635 patients 
on placebo) to evaluate the safety of RINVOQ 15  mg in comparison to placebo for up to 24 weeks after 
treatment initiation. 
Overall, the safety profile observed in patients with active psoriatic arthritis treated with RINVOQ 15 mg 
was consistent with the safety profile observed in patients with rheumatoid arthritis. During the 24-week 
placebo-controlled period, the frequencies of herpes zoster and herpes simplex were >1% (1.1% and 1.4%, 
respectively) with RINVOQ 15 mg and 0.8% and 1.3%, respectively with placebo. A higher incidence of acne 
and bronchitis was also observed in patients treated with RINVOQ 15 mg (1.3% and 3.9%, respectively) 
compared to placebo (0.3% and 2.7%, respectively).
Adverse Reactions in Patients with Atopic Dermatitis
Three Phase 3 (AD-1, AD-2, and AD-3) and one Phase 2b (AD-4) randomized, double-blind, placebo-controlled, 
multicenter trials evaluated the safety of RINVOQ in patients with moderate-to-severe atopic dermatitis. The 
majority of patients were White (68%) and male (57%). The mean age was 34 years (ranged from 12 to 
75 years) and 13% of the patients were 12 to less than 18 years. In these 4 trials, 2612 patients were treated 
with RINVOQ 15 mg or 30 mg orally once daily, with or without concomitant topical corticosteroids (TCS). 
In the Phase 3 clinical trials (AD-1, AD-2, and AD-3), a total of 1239 patients received RINVOQ 15 mg, of 
whom 791 were exposed for at least one year and 1246 patients received RINVOQ 30 mg, of whom 826 were 
exposed for at least one year. 
Trials AD-1, AD-2, and AD-4 compared the safety of RINVOQ monotherapy to placebo through Week 16. Trial 
AD-3 compared the safety of RINVOQ + TCS to placebo + TCS through Week 16.
Weeks 0 to 16 (Trials AD-1 to AD-4)
In RINVOQ trials with and without TCS (Trials AD-1, 2, 3 and 4) through Week 16, the proportion of patients 
who discontinued treatment because of adverse reactions in the RINVOQ 15 mg, 30 mg and placebo groups 
were 2.3%, 2.9% and 3.8%, respectively. Table 2 summarizes the adverse reactions that occurred at a rate of 
at least 1% in the RINVOQ 15 mg or 30 mg groups during the first 16 weeks of treatment.
Table 2:  Adverse Reactions Reported in ≥ 1% of Patients with Atopic Dermatitis Treated with RINVOQ 

15 mg or 30 mg 

Adverse Reaction

Placebo RINVOQ  
15 mg

RINVOQ  
30 mg

n=902  
(%)

n=899  
(%)

n=906  
(%)

Upper respiratory tract infection (URTI)* 17 23 25
Acne** 2 10 16
Herpes simplex*** 2 4 8
Headache 4 6 6
Increased blood creatine phosphokinase 2 5 6
Cough 1 3 3
Hypersensitivity**** 2 2 3
Folliculitis 1 2 3
Nausea 1 3 3
Abdominal pain***** 1 3 2
Pyrexia 1 2 2
Increased Weight 1 2 2
Herpes zoster****** 1 2 2
Influenza <1 2 2
Fatigue 1 1 2
Neutropenia <1 1 2
Myalgia 1 1 2
Influenza like illness 1 1 2
* Includes: laryngitis, laryngitis viral, nasopharyngitis, oropharyngeal pain, pharyngeal abscess, pharyngitis, 
pharyngitis streptococcal, pharyngotonsillitis, respiratory tract infection, respiratory tract infection viral, 
rhinitis, rhinolaryngitis, sinusitis, tonsillitis, tonsillitis bacterial, upper respiratory tract infection, viral 
pharyngitis, viral upper respiratory tract infection 
** Includes: acne and dermatitis acneiform
*** Includes: genital herpes, genital herpes simplex, herpes dermatitis, herpes ophthalmic, herpes simplex, 
nasal herpes, ophthalmic herpes simplex, herpes virus infection, oral herpes
**** Includes anaphylactic reaction, anaphylactic shock, angioedema, dermatitis exfoliative generalized, drug 
hypersensitivity, eyelid oedema, face oedema, hypersensitivity, periorbital swelling, pharyngeal swelling, 
swelling face, toxic skin eruption, type I hypersensitivity, urticaria
***** Includes abdominal pain and abdominal pain upper
****** Includes herpes zoster and varicella

Other adverse reactions reported in less than 1% of patients in the RINVOQ 15 mg and/or 30 mg group and at a 
higher rate than in the placebo group through Week 16 included anemia, oral candidiasis, pneumonia, and the 
adverse event of retinal detachment. 
The safety profile of RINVOQ through Week 52 was generally consistent with the safety profile observed at 
Week 16.
Overall, the safety profile observed in patients with AD treated with RINVOQ was similar to the safety profile 
in patients with RA. Other specific adverse reactions that were reported in patients with AD included eczema 
herpeticum/Kaposi’s varicelliform eruption. 
Eczema Herpeticum/Kaposi’s Varicelliform Eruption
Placebo-controlled Period (16 weeks): Eczema herpeticum was reported in 4 patients (1.6 per 100 patient-
years) treated with placebo, 6 patients (2.2 per 100 patient-years) treated with RINVOQ 15 mg and 7 patients 
(2.6 per 100 patient-years) treated with RINVOQ 30 mg. 
12-Month Exposure (Weeks 0 to 52): Eczema herpeticum was reported in 18 patients (1.6 per 100 patient-
years) treated with RINVOQ 15 mg and 17 patients (1.5 per 100 patient-years) treated with RINVOQ 30 mg.

DRUG INTERACTIONS
Strong CYP3A4 Inhibitors
Upadacitinib exposure is increased when RINVOQ is co-administered with a strong CYP3A4 inhibitor (such as 
ketoconazole), which may increase the risk of RINVOQ adverse reactions. Monitor patients closely for adverse 
reactions when co-administering RINVOQ 15 mg once daily with strong CYP3A4 inhibitors. Coadministration of 
RINVOQ 30 mg once daily with strong CYP3A4 inhibitors is not recommended.
Strong CYP3A4 Inducers
Upadacitinib exposure is decreased when RINVOQ is co-administered with strong CYP3A4 inducers (such as 
rifampin), which may lead to reduced therapeutic effect of RINVOQ. Coadministration of RINVOQ with strong 
CYP3A4 inducers is not recommended. 
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Pigmentary Disorders

AT THE 2022 SOCIETY OF DERMATOLOGY PHYSI
CIAN ASSISTANTS (SDPA) annual fall conference, 
� eodore Rosen, MD, professor and vice chair of der-
matology at Baylor College of Medicine in Houston, 
Texas, conducted a session on pigmentary disorders 
that may mimic vitiligo in appearance.

Vitiligo is an autoimmune disease that causes 
patches of the skin to lose their natural color. White 
or lightened patches form when the body destroys 
melanocytes. Rosen highlighted several other condi-
tions that can cause discoloration in the epidermis.

Tinea versicolor: � is is a common fungal 
infection of the skin. � e fungus interferes with the 
normal pigmentation of the skin, resulting in small, 
discolored patches. � ese patches may be lighter or 
darker in color than the surrounding skin and most 
commonly a� ect the trunk and shoulders. Factors 
that may predispose one to tinea versicolor include 
heat and humidity, and immunosuppression due 
to corticosteroids, pregnancy, or disorders such 
as undernutrition, diabetes, and others. Com-
mon treatments include the antifungal medication 
ketoconazole (only in topical form; the US Food and 
Drug Administration has issued 2 warnings about the 
oral tablets. Use of the medication carries the risk of 
serious liver damage and harmful interactions with 
other drugs).

Idiopathic guttate hypomelanosis: � is is a form 
of leukoderma that presents as small � at pale or white 
spots on the sun-exposed limbs. It becomes more 
common with age, a� ecting less than 50% of individ-
uals in their fourth decade (31-40 years), 50% to 80% 
of individuals over 40 years of age, and more than 
90% of those in their ninth decade (81-90 years). � e 
condition is uncommon in children and teens. � e 
aetiopathogenesis of idiopathic guttate hypomelano-
sis is likely multifactorial, including the following:

• Skin aging
• Chronic sun exposure
• Genetic factors
• Trauma; other autoimmune factors
Arsenic poisoning: arsenic is a toxic metal, and 

global contamination has increased signi� cantly 
in the past decade. Repeated exposure can cause 
dermatological manifestations, including pigmentary 
changes. Rosen said arsenic is prevalent in well 
water, and he sees this condition more commonly 
in patients from Taiwan, Vietnam, � ailand, Ban-
gladesh, Mongolia, rural Mexico, and the Western 
United States. Arsenic toxicity causes dermatologi-
cal changes, including hyperpigmentation and solar 
keratosis. � ere is no speci� c treatment for chronic 
arsenic poisoning.

Rosen concluded his session by urging clinicians 
to examine all pigmentary changes in patients. Al-
though these are not always dangerous, they could be 
a sign of more serious underlying conditions.

Reference 
1. Rosen T. It’s not always vitiligo. Presented at: SDPA 20th Annual 
Fall Dermatology Conference; November 17-20, 2022; Miami, FL.

Carrie Nagorka, Senior Editor

Exploring Mundane and 
Rare Pigmentary Disorders

Was It Marketing or Was 
It Misrepresentation?

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

DR PR HAS BECOME INCREASINGLY CONCERNED about the diminishing rev-
enues of his general dermatology practice. Although in practice for only 5 years, he 
was never particularly interested in dermatologic surgery during his residency. He has 
considered bringing various laser techniques into his practice; however, he has always 
been wary of physicians performing procedures with which they are not comfortable. 
Recently, he attended an evening workshop about energy-based–device treatments 
and was impressed with the data on safety, e�  cacy, and ease of performance. Al-
though multiple treatment sessions were usually required, all the presented slides at 
the meeting showed uniformly good results.  

Dr PR recognizes the advantages of starting with laser hair removal and begins to 
consider doing some marketing, which he has never done before. He wants to focus on 
the advantages of laser hair removal. He ponders the substance of his ad. He wishes to 
stress no more tweezing, no more waxing, no more shaving, and no more depilato-
ries, and that other techniques may be more painful, are a nuisance, and are only 
temporary. He knows that relative to laser hair removal, electrolysis is old fashioned. 
Laser hair removal, he is led to believe, can be marketed as a technique that does not 
require years of treatment. 

With this in mind, Dr PR purchases the aforementioned laser and begins to run ads 
in his local paper. He has never used newspaper advertising before, and the ad depart-
ment guides him through the process. � e ads emphasize all the points made in the 
laser workshop Dr PR attended.  � e ads run for several weeks but, unfortunately, the 
response is not anywhere near what would be necessary to cover Dr PR’s laser lease 
payments. Frustrated with his return on investment, Dr PR contacts a local ad agency 
for advice. He discusses the advantages of his laser with the ad representative. � e 
representative suggests that his marketing should highlight the following statement: 
“Permanent hair removal after 1 treatment.” Dr PR is concerned about this wording. 
It is not exactly in line with his understanding of the purchased laser’s results. � e ad 
representative reassures him that stretching the truth is not unusual in advertising; it 
is considered hyperbole and should be nothing to worry about. 

� e ad runs and the response is remarkable. Mr Doe, who is concerned about the 
excessively thick hair on his back, sees the ad. Based on the ad’s claim,  he spends 
$1000 for 1 laser hair removal treatment with Dr PR. Unfortunately, all the hair has 
returned 3 months after the 1 laser session. Mr  Doe returns to Dr PR’s o�  ce and 
expresses his concern about the lack of response to the treatment. Dr PR assures him 
that such a response is not unusual and suggests that more laser treatments will lead 
to better results. Mr Doe believes Dr PR’s ad misrepresented the reality of laser hair re-
moval e�  cacy. He demands a refund of his $1000. Dr PR, frustrated with his economic 
di�  culties, refuses to refund the money. Mr Doe seeks legal advice and sues Dr PR for 
misrepresentation and fraud. 

Misrepresentation is a specialized area of the law where a plainti�  is seeking dam-
ages for some economic loss su� ered because of his reliance on a false statement. 
Although some recovery for a “negligently” made false statement is allowed, the tradi-
tional action for fraud requires a knowingly made false statement. � e basic elements 
for fraud are as follows: (1) a false representation of a material fact, (2) intent to induce 
reliance on that fact, (3) justi� able reliance on the statement, and (4) damages.

Dr PR knew the facts of his ad were false. He had expressed concern about the 
falseness of his ad. � e inappropriate advice from the ad representative will not shield 
Dr PR from liability. � e purpose of the ad was to induce reliance by patients who 
would seek laser hair removal from Dr PR. Mr Doe justi� ably relied on the ad. Had Mr 
Doe known the ad to be false or exaggerated, he would be unable to bring a cause of 
action again Dr PR. However, a layperson has every reason to believe in the accuracy 
of a physician’s ad. Because of his justi� able reliance on the ad’s statements, Mr Doe 

su� ered a loss of his $1000 payment. He is likely to win his lawsuit.

David J. Goldberg, MD, JD, is medical director of Skin Laser and Surgery Special-
ists of New York and New Jersey; director of cosmetic dermatology and clinical 
research at Schweiger Dermatology Group in New York, New York; and clinical 
professor of dermatology and past director of Mohs Surgery and Laser Research at 
the Icahn School of Medicine at Mount Sinai in New York, New York.
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What Are Growth Factors 
and How Do They Work?

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

Growth factors are regulatory proteins that mediate 
signaling pathways inside and outside cells. � ey are 
necessary for human life but have been harnessed to 
induce activities that decline with advancing age. � e 
body manufactures many di� erent growth factors, 
but those pertinent to skin are epidermal growth fac-
tor (EGF), � broblast growth factor (FGF), platelet-de-
rived growth factor (PDGF), and vascular endothelial 
growth factor. � ese growth factors a� ect dermal 
� broblasts and the extracellular matrix.  Cosmeceuti-
cals may contain one or all of these growth factors in 
addition to others.

Growth factors are usually obtained from either 
cultured human cells or genetically engineered mi-
croorganisms. Most of the currently marketed growth 
factor–containing moisturizers use cultured human 
� broblasts on a 3D matrix induced to produce col-
lagen. However, growth factors may also be obtained 
from stem cells derived from adipose tissue or the 
newborn umbilical cord. Finally, they can be made 
via recombinant technology using bacteria or yeast 
cultures that have been modi� ed to include a DNA 
sequence for a speci� c growth factor. All the growth 
factors previously mentioned have been synthesized 
using this technology. For example, EGF has been 
given the International Nomenclature Cosmetic 
Ingredient (INCI) name human oligopeptide-1, PDGF 
has been given the name human oligopeptide-10, 
and FGF 9 the name human oligopeptide-12. � ese 
INCI names are used to indicate the presence of the 
growth factor on the required ingredient disclosure, 
and dermatologists should look for them when try-
ing to determine whether a cosmeceutical contains 
growth factors.

What are the risks of using growth 
factor–containing cosmeceuticals?
Growth factors are regulators of cellular 

proliferation, which may be bene� cial when trying to 
increase facial skin collagen synthesis, but hazardous 
should the proliferation proceed unchecked, leading 
to carcinogenic transformation. Both normal cells 
and cancer cells possess growth factor receptors. Is 
it possible that the use of growth factor cosmeceuti-
cals could induce cancer? It is possible, but unlikely. 
� e concentration of growth factors used in most 
cosmeceuticals is low, and the large molecular weight 
of growth factors makes it challenging for them to 
penetrate in large quantities into intact skin. Penetra-
tion could be increased if the skin is wounded, and 
growth factor–containing products probably should 
not be applied in a wound.

Are growth factors stable and do they work?
It is certainly a challenge to keep growth 
factors in the moisturizer formulation active 

for the life of the product. In the laboratory, most 
growth factors are stored at temperatures less than 
–20 °C to maintain stability. Obviously, this is not pos-
sible in the consumer marketplace. Enzyme-linked 
immunosorbent assay (ELISA) tests can be used to 
examine the stability of growth factors in � nished for-
mulations, but this testing is not routinely done. � e 
assumption is that if the growth factor was put in the 
bottle, it will come out of the bottle. But remember, 
the ingredient disclosure lists what went in the bottle, 
not what comes out of it. Dermatologists should 
inquire as to how stability testing was performed 
for growth factor–containing products they choose 
to dispense.

� ere is no doubt that the stability of growth 
factors and all proteins is increased when these are 
refrigerated. It just may not be feasible for an indi-
vidual to go to the refrigerator every night and put a 
cold lotion on their face. Some companies have tried 
to increase adherence by dispensing mini refrigera-
tors that sit on the bathroom countertop with their 
products. Other companies assume the cosmeceuti-
cal will be used within 3 months after opening and 
that stability is not an issue. � ese products are left at 
room temperature. Packaging with 1-way airless bag 
dispensing can also help improve stability by mini-
mizing contact with oxygen and light.

� e � nal and most important question is whether 
the growth factor is active and working.  � is is very 
hard to answer. Most companies rely on clinical test 
results to answer this question; however, it is hard to 
separate the e� ect of the growth factor from the e� ect 
of the moisturizer vehicle. From a consumer perspec-
tive, the growth factor and vehicle e� ect cannot be 
separated, as the growth factor is always used in 
conjunction with the vehicle. I have been performing 
ELISA testing on a variety of growth factor–contain-
ing products to gain some insight. � is is also limited, 
as the protein may be detected by ELISA, but inactive. 
In general, about 5% to 10% of the growth factor that 
goes into the bottle remains active at room tempera-
ture. Because growth factors are regulatory proteins, 
this may be enough to elicit an e� ect, but must be 
con� rmed through more in-depth testing.

Zoe Diana Draelos, MD, is an adjunct 
assistant professor of dermatology at Duke 
University School of Medicine in Durham, 
North Carolina, and chief medical editor of 
Dermatology Times©.
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Choosing the  
Right Financial Adviser: 

F I N A N C E  &  P R A C T I C E  M A N A G E M E N T  with David B. Mandell, JD, MBA; and Bob Peelman, CFP

CHOOSING AN INVESTMENT ADVISER can 
be an extremely important decision for the 
long-term financial security of any clinician, 
given that such an adviser may be managing 
retirement investments and guiding financial 
decisions throughout one’s professional life and 
beyond. In this article, we will address a few 
of the factors dermatologists should consider 
when making this decision.

Is It Worth It?
Many individuals may be wondering whether 
it’s worth having a financial adviser at all. Ac-
cording to the data, the answer is “yes.” There 
are a number of studies that attempt to quanti-
fy the value professional advisers can offer, but 
the better-known ones come from Vanguard  
and Morningstar. Both examine a myriad of 
factors related to financial management for 
individuals with and without professional 
advice. The Vanguard study estimated that 
advisers can add 3% in net returns—calculated 
retroactively on an annual basis—while the 
Morningstar study concluded that an investor 
can expect an annual return increase of 1.59% 
by working with an adviser.  

What Are the Options?
Once the decision to work with a professional 
adviser has been made, there are several op-
tions to choose from, each with its own busi-
ness model, strengths, and weaknesses.  Below 
is a brief overview.

Brokers and Banks
A broker-dealer is generally a person or firm 
that is in the business of buying and selling 
securities and functions as a broker or dealer 
depending on the transaction. Well-known 
examples of firms of this type operating na-
tionally and internationally are Merrill Lynch, 
Morgan Stanley, and UBS. Regional brokers in-
clude the likes of Raymond James and Edward 
Jones, while bank-based advisers are affiliated 
with such institutions as Wells Fargo and Bank 
of America. In addition to being large, banks 
and broker-dealers are not fiduciaries and are 
required to abide only by the suitability stan-
dard described below.

Fee-Only Financial Planners
A fee-only planner provides services for a set 
hourly fee ($200-$500 per hour) or annual re-
tainer ($1500-10,000). Although this type of ad-
viser is generally a conflict-free fiduciary, it is 
typically a small shop, with little in the way of 
personnel or resources for research. Some are 
even one-person firms with no succession plan 
for the long term.  Moreover, because they may 
not be licensed to buy and sell securities, they 
may only be able to help investors craft a plan, 
which they will have to implement themselves.

Registered Investment Advisers (RIAs)
A registered investment adviser (RIA) is an 
individual or business engaged in invest-
ing that is registered with the Securities and 
Exchange Commission (SEC) or with state 
securities authorities. RIAs must adhere to a 
fiduciary standard of care (see below) and are 
not usually tied to a particular family of funds 
or investment products, so they can recom-
mend nearly any investment without financial 
bias. Furthermore, instead of holding assets 
themselves as brokers and banks do, RIAs use 
independent custodians to hold client assets. 
Finally, RIAs charge a simple, transparent fee 
based on the percentage of assets managed. 

Other options
Other advisers and companies, like hedge 
funds, private equity firms, and venture 
capital/angel investor funds, have significant 
expertise in their investment “sleeve” but are 
not generally a suitable option for a dermatolo-

gist’s overall investment strategy or for com-
prehensive wealth management.  

Fiduciary vs Suitability Standards
Fiduciary and suitability rules pertain to the 
professional ethics and loyalty standards an 
adviser is held to. Unfortunately, many inves-
tors rely on advisers without understanding 
how the adviser is obligated to work with them.  

Broker-dealers are regulated primarily by 
the Financial Industry Regulatory Authority 
(FINRA) under standards that require them 

to make suitable recommendations. Instead of 
having to place the clients’ interests ahead of 
their own, the broker-dealers’ suitability stan-
dard requires only that they reasonably believe 
their recommendations are suitable for clients. 
A key distinction between the two pertains to 
loyalty: A broker’s duty is to the broker-dealer 
he or she works for, not to the client they serve.

The term broker is also a concern because 
many firms have realized its negative con-
notations and have begun referring to 
their sales force as “financial advisers” in 
television commercials, print ads, and other 
marketing materials.

In contrast to large broker-dealers, a 
fiduciary adviser has a fiduciary duty to his or 
her clients, which means that he or she has a 
fundamental obligation to provide suitable 
investment advice and always act in the clients’ 
best interests. 

When choosing a financial adviser, it is 
essential to research the options carefully, as 

A Fundamental Decision for Long-term Financial Security

In contrast to large broker-dealers, 
a fiduciary adviser has a fiduciary 

duty to his or her clients.
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Medical World News® is a fi rst-of-its-kind 24-hour online program for 
health care professionals, by health care professionals. The site provides 
video editorial content on a variety of cutting-edge topics delivered on 
demand for all health care stakeholders, o� ering the latest news and 
information in an easily digestible, one-stop-shop format.

DEEP DIVE™
Deep dive into 
sequential T-cell 
redirection therapies 
As T-cell redirection therapies such 
as CAR T-cell therapies and bispecif-
ic antibodies become more common 

in the clinical setting, questions remain about how these therapies 
can be combined and sequenced. Samir Parekh, MD, and colleagues 
talked to CGT Live to learn more about a recent study on the e�  cacy 
of T-cell redirection therapies used sequentiailly to treat patients with 
relapsed or refractory multiple myeloma.

AFTER HOURS®
The ReMissions 
When Patrick Hwu isn’t 
leading research and clini-
cal e� orts as the president 
and chief executive o�  cer 
of Mo�  tt Cancer Center, he 
is jamming out with fellow 
doctors as part of his band, The ReMissions. The group’s name symbol-
izes a clear mission at Mo�  tt Cancer Center: providing excellent care in 
the hopes of achieving cure in their patients. In this episode of “A�ter 
Hours,” Hwu details his experience as a guitar and piano player.

BEHIND THE SCIENCE™   
Behind Flu and 
Covid-19 Shots 
The 2022-2023 respiratory virus 
season is the third in which infl uenza 
and COVID-19 are cocirulating. And 
yet, although vaccination remains 
the best protection against severe 

infection and hospitalizations for both, clinicians still deal with 
patient reservation, reluctance, and refusal. An infectious disease 
specialist and 2 primary care physicians have suggestions on how 
to get those shots into arms.
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Wealth Planning for the Modern Physician and Wealth 
Management Made Simple are available free in print 

or  e-book download by texting DERM to 844-418-1212 or 
scanning the QR code. 

there may be signi� cant implications for clinicians depending on 
the type of professional they employ. 

How Fiduciary and Suitability 
Obligations Can Affect Investments
Dermatologist A contacts his broker wanting to purchase $50,000 
worth of US growth stocks. � e broker invests the assets in Fund 
XYZ, which charges a sales load of 5.75% and has operating expens-
es of 0.68% annually. � e client will immediately pay a one-time fee 
of $2875 on the trade, in addition to the recurring fund manage-
ment fee. In this case, the suitability standard has been met.  

Dermatologist B contacts his RIA with the same request. � e 
adviser purchases an ETF with a gross expense ratio of 0.18% and 
pays a commission of $8.95 on the trade.  � is client pays the RIA a 
management fee of 1% of assets, which on $50,000 equals $500 per 
year. � e adviser has met the � duciary standard.

Under this very realistic scenario, it would take Dermatologist A 
approximately 9 years of commitment to the given fund to recoup 
the very high front-loaded fees.

Conclusion
For the reasons outlined above, many dermatologists will ulti-
mately decide to work with a � nancial professional. Understanding 
how advisers earn money and to whom they owe loyalty (clients or 
their own � rms) is a key � rst step to � nding the right professional 
who can help one achieve long-term � nancial goals.  � e authors 
welcome questions.

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

Bob Peelman, CFP, is a partner and director of Wealth Advi-
sors. They can be reached at 877-656-4362 or mandell@
ojmgroup.com.

Disclosure
OJM Group, LLC (OJM) is an SEC-registered investment adviser with its principal 
place of practice in the State of Ohio. SEC registration does not constitute an 
endorsement of OJM by the SEC nor does it indicate that OJM has attained a par-
ticular level of skill or ability. OJM and its representatives are in compliance with 
the current notice filing and registration requirements imposed upon registered 
investment advisers by those states in which OJM maintains clients. OJM may only 
transact practice in those states in which it is registered or qualifies for an exemp-
tion or exclusion from registration requirements. For information pertaining to the 
registration status of OJM, please contact OJM or refer to the Investment Adviser 
Public Disclosure website www.adviserinfo.sec.gov.

For additional information about OJM, including fees and services, send for our 
disclosure brochure as set forth on Form ADV using the contact information here-
in. Please read the disclosure statement carefully before you invest or send money.

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



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

See the data at
zoryvehcp.com

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

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

PDE4i = phosphodiesterase 4 inhibitor

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

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

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

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

Actor portrayal
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Brief Summary of Prescribing Information for ZORYVE™ (roflumilast) cream, for 
topical use. See package insert for full Prescribing Information.

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

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

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

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

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

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

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

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

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

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

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

Adverse Reaction
ZORYVE  
(N=576)  

n (%)

Vehicle  
(N=305)  

n (%)

Diarrhea 18 (3.1) 0 (0.0)

Headache 14 (2.4) 3 (1.0)

Insomnia 8 (1.4) 2 (0.7)

Nausea 7 (1.2) 1 (0.3)

Application site pain 6 (1.0) 1 (0.3)

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

Urinary tract infection 6 (1.0) 2 (0.7)

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

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary

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

The background risk of major birth defects and miscarriage for the indicated population 
is unknown. In the U.S. general population, the estimated background risk of major birth 
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 
20%, respectively.

Clinical Considerations

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

Data

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

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

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

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

Lactation
Risk Summary

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

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

Clinical Considerations

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

Data

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

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

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

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

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

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

© 2022 Arcutis Biotherapeutics, Inc. All rights reserved.
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All You Need to Know 
About Back Acne 

runcal acne, commonly known as 
back acne, is a common skin condi-
tion of the pilosebaceous unit, with 
a global lifetime prevalence of 70% 
to 85%.1 The condition affects about 
48% to 52% of patients with facial 
acne and is slightly more prevalent 
in men than in women.2 The disease 
is characterized by noninflamma-
tory comedones, inflammatory pus-
tules, papules, and nodules, most 
commonly affecting the upper back, 
followed by the upper chest, lower 
back, shoulders and extremities, and 
neck.2 Approximately 9.4% of people 
live with the condition worldwide, 
which makes it among the top 10 
prevalent diseases worldwide.3

What Causes Back Acne?
As they are on the face, sebaceous 
glands are located in high density on 
the chest and back. These glands help 
regulate body temperature, prevent 
infections, and retain skin moisture. 
Because these glands are present in 
large numbers on the upper part of 
the body, dead skin cells and excess 
oil clog the hair follicles and block 
the pilosebaceous unit, thus provid-
ing an anaerobic environment for 
microbes to grow in.4

To date, facial and truncal acne 
have been considered to have 
the same etiology, and follicular 
hyperkeratosis, colonization of 
pilosebaceous unit by Cutibacte-
rium acnes and inflammation are 
all major pathogenic factors caus-
ing both acne. However, research 
has revealed some differences in 
the pathogenesis between these 2 
conditions and found comparatively 
less sebum secretion in the trunk, 
thus suggesting that hyperseborrhea 
might not play a significant role in 

developing truncal acne.5 Moreover, 
data from a study showed differ-
ences between facial and truncal 
skin in terms of pH, thickness, and 
distribution of sebaceous glands, 
and indicated that truncal skin is 
more vulnerable to acne than facial 
skin due to various contributing 
factors such as sweat, oil, friction, 
and pressure. Acne on truncal skin 
is also more difficult to treat.6

Alterations in the skin microbiota 
may also affect the inflammatory 
processes of acne skin. Investigators 
of a study reported differences in 
the dominant bacterial families that 
colonized the pilosebaceous unit 
and found that truncal samples were 
mostly colonized by Enterococca-
ceae. In contrast, Staphylococcaceae 
and Propionibacteriaceae mostly 
colonized facial samples. The inves-
tigators further reported less diverse 
phylotypes of C acnes in truncal 
acne samples and found phylotype 
IA1 as the most dominant type on 
the back of the patients with acne.7

Results of a recent review 
published in the Journal of Clinical 
Medicine demonstrated that a rise in 
the levels of hormones, particularly 
androgen, during puberty plays an 

integral part in acne development.2 
Androgen can induce hyperprolif-
eration of the follicular keratinocyte, 
lipogenesis of the sebaceous gland, 
C acnes proliferation, and follicular 
hypoxia, contributing to acne devel-
opment. With regard to the cause 
of the condition, Fayne L. Frey, MD, 
FAAD, explains: “With adolescence 
comes the rise of certain hormones, 
most notably androgen, a hormone 
that has been shown to have a direct 
effect on the pilosebaceous unit, 
causing maturation of the sebum 

gland, and an increase in C acnes 
colonization within the piloseba-
ceous unit and the development of 
inflammation are all likely factors 
in the development of truncal acne, 
including back acne.” 

Acne can also be associated 
with a range of conditions, includ-
ing polycystic ovarian syndrome, 
androgen-secreting tumors, 
Cushing syndrome, and congenital 
adrenal hyperplasia.8

Management of Back Acne
Although back acne is not a pri-
mary concern for individuals with 
acne, it may cause aesthetic issues 
among those who have it. In most 
cases, truncal acne is treated in the 
same way as facial acne; however, 
because of differences between 
the pathogenesis of truncal and 
facial acne, the management of 
truncal acne should be seen from a 
slightly different perspective. While 
explaining the treatment options, 
Frey says, “As is the case for many 
skin conditions, treating back acne 
when it is mild, before it becomes 
severe and potentially scarring, is 
always ideal. For those suffering 
from moderate to severe back acne, 
stronger prescription antibiotics 
and vitamin A derivatives are often 
warranted. Prescription hormonal 
therapies like oral contraceptives 
and spironolactone can also be 
effective options. On rare occasion, 
I have referred patients for laser or 
photodynamic therapy.”

Topical Therapies 
Topical therapies are highly effec-
tive and can be used as a first-line 
treatment in case of mild to moder-
ate truncal acne. Among various 
topical agents available in the mar-
ket, topical benzoyl peroxide (BPO), 
retinoids, dapsone, azelaic acid, and 
topical antibiotics are some of the 
common regimens that can be used 
alone or in combination for truncal 
acne. Some of the OTC treatment 
options that Frey recommends 
include washing in the shower 
with a benzoyl peroxide cleanser, 
an antibacterial to decrease the 
causative bacteria C acnes, and the 
daily application of an OTC vitamin 
A derivative (adapalene 0.1% gel). 

 BPO  BPO has bactericidal proper-
ties and effectively reduces inflam-
mation associated with acne. Daily 
use of the product can help reduce 
flares and control the disease.9 

T

“As is the case for many skin conditions, treating back 
acne when it is mild, before it becomes severe and 

potentially scarring, is always ideal.”
Fayne L. Frey, MD, FAAD

Fazila Rajab, Staff Correspondent
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The topical application has been 
limited because of its bleaching 
effects; hence, wash-off cleanser 
formulations of BPO are currently 
available on the market. According 
to the American Academy of Der-
matology Association, BPO foam-
ing washes work best when left 
on for 2 to 5 minutes to penetrate 
truncal skin as that is thicker than 
facial skin.9

 AZELAIC ACID  This acid is a 
natural compound with anti-
inflammatory, antikeratinizing, 
and antibacterial effects. The topi-
cal form is effective against both 
inflammatory and noninflamma-
tory lesions. Data from a study in-
dicated significant improvement 
in moderate truncal acne when 
treated with 15% azelaic acid 
foam because of its rapid skin-
penetrating properties.10 Findings 
from other research conducted 
in 2020 found 15% azelaic acid 
foam in combination with 0.05% 
tretinoin lotion effective against 
long-standing, recalcitrant trun-
cal acne.11 

 DAPSONE  Dapsone 7.5% gel 
is a common anti-inflammatory 
agent used for the management of 
truncal acne and was approved by 
the FDA in 2017.12 An open-label, 
16-week study conducted in 2018 
evaluated the efficacy of dapsone 
7.5% gel and data showed it to be 
a viable option in the treatment of 
moderate truncal acne.13

 RETINOID  Tropical retinoids, 
including trifarotene 0.005% 
cream and tretinoin, are potential 
treatment options for managing 
truncal acne. Data from clinical 
trials have shown good efficacy 
and long-term safety with the use 
of 0.005% trifarotene cream for 
truncal acne.14,15 Adapalene 0.1% 
gel, another retinoid, can help un-
clog pores and is highly effective 
when used with BPO, as recom-
mended by the American Academy 
of Dermatology Association.9

Systemic Therapies: 
Systemic therapy is recommended 
for patients who do not respond to 
topical treatment or who have mod-
erate to severe acne. Topical agents 
combined with systemic agents, 
such as antibiotics, isotretinoin, or 
hormonal therapies, can be used to 
manage moderate to severe cases. 

 ANTIBIOTICS  Oral antibiotics 
are effective options in treating 
truncal acne. Tetracyclines and 
macrolides, including tetracycline, 
doxycycline, minocycline, trim-
ethoprim/sulfamethoxazole, trim-
ethoprim, azithromycin, amoxicil-
lin, and cephalexin, are effective 
in treating acne. Moreover, sare-
cycline, a third-generation tetra-
cycline, exhibits bactericidal and 
anti-inflammatory effects against 
C acnes, streptococci, and staphy-
lococci and is a novel treatment 
option for truncal acne.16

 ISOTRETINOIN  This oral 
retinoid works by reducing sebum 
production, bacterial proliferation, 
and inflammation. It is a treatment 
of choice for moderate to severe 
recalcitrant truncal acne. 

 HORMONAL THERAPIES  Hor-
mone therapies, including oral 
contraceptives and spironolac-
tone, can be helpful in women for 
the management of acne. These are 
antiandrogens and thus must not 
be taken by pregnant women or 
lactating mothers.17

How to Reduce  
Acne Flare-ups 
Because truncal acne is hard to 
treat, the American Academy of 
Dermatology Association recom-
mends adopting an acne-friendly 
skin care routine to get better 
results from these treatments and 
reduce acne flares.9

• Wear loose-fitting clothes. 
Change and wash clothes after 
each workout session. 

• Be gentle with your skin and 
avoid popping the acne. Avoid 
using harsh skin care products 
and scrubbing or exfoliation as 
it may worsen the condition. 

• Avoid anything that may rub 
against your back or shoulders, 
including backpack and 
bag straps.

• Sun exposure can darken acne 
and cause it to stay longer. 
Avoid prolonged sun exposure 
and always wear oil-free sun-
screen before going out. 

Similar to facial acne, back acne 
can impact the self-esteem of the 
patient and thus require immedi-
ate treatment. Keeping the area 
clean, avoiding harsh products, 
and adhering to the prescribed 
treatment may help improve 
the condition.

Truncal acne has a global 
lifetime prevalence of

The condition affects70-85%
48-52%

of patients with facial acne 
and is slightly more prevalent 

in men than in women.
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atopic dermatitis

Holistic Treatments  
for Atopic Dermatitis
Patients are finding relief in alternative therapy 
for the chronic skin disease.
Fazila Rajab, Staff Correspondent

topic dermatitis (AD), 
often called atopic 
eczema, is the most 
common inflamma-
tory skin condition, 
affecting people of all 
ages, from newborns 

to adults over 65 years of age. 
Approximately  230 million people 
live with the disease worldwide.1 The 
disease is characterized by itchy, dry 
and cracked skin. 

The management of AD usually 
depends on long-term adherence to 
prescription medicines and avoid-
ance of environmental triggering 
factors. Because medications only 
address the physical ailment and 
often come with adverse effects, 
many patients with AD prefer seek-
ing treatment options beyond stan-
dard medications. Holistic medi-
cine provides one such approach to 
managing the disease.

What Is Holistic Treatment?
Holistic treatment is an approach 
that focuses on the patient as a 
whole––body, mind, and spirit 
––in the quest for optimal health, 
rather than merely treating a 
particular disease. It is based on 
the philosophy that optimal health 
can be achieved by attaining a bal-
ance in life. Holistic practitioners 
believe that our body parts are 
interdependent; if one part is hurt, 

the other parts will also be affected, 
negatively impacting overall 
health. The practitioners use both 
Western medicines and alternative 
therapies, focusing on alleviating 
the cause of the condition rather 
than just managing the symptoms. 
Some of the commonly used holis-
tic treatments for AD are discussed 
in this article.

Holistic Treatments  
for Atopic Dermatitis
 NATURAL OILS  Virgin coconut oil 
provides an inexpensive, safe alter-
native option in the management of 
AD. It has been used to moisturize 
the skin for centuries. It consists 
of triglycerides, polyphenols, and 
fatty acids as main components and 
has anti-inflammatory, antioxi-
dant, and antibacterial properties, 
promoting wound healing and 
moisturizing AD skin.2 Accord-
ing to results of a study published 
in the Journal of Traditional and 
Complementary Medicine, the anti-
inflammatory properties of virgin 
coconut oil help suppress inflam-
matory markers and enhance the 
skin barrier function, thereby 
protecting the skin.3

Sunflower seed oil also is 
known for its anti-inflammatory 
properties among patients with 
AD. It contains linoleic acid that 
activates peroxisome proliferative-

activate receptor-α, thus decreasing 
inflammation and improving skin 
barrier function.4

 ACUPUNCTURE  Acupuncture 
is a traditional Chinese medicine 
(TCM) practice that involves the 
penetration of hair-fine needles 
into the skin to promote physi-
ological healing. It has proved to 
be successful in treating several 
dermatological conditions, includ-
ing AD. The practice is gaining 
worldwide attention, with around 3 
million adults in the United States 
using acupuncture in 2007.5 Ac-
cording to findings of a systematic 
review of 8 randomized control 
trials, acupuncture might be more 
effective than conventional medi-
cine in relieving global symptoms 
of atopic eczema.6

 PHYTOTHERAPY  Phytotherapy 
uses herbs, plants, and plant 
extracts to manage the disease. 
Herbal medicines, in topical as 
well as oral form, are gaining trac-
tion in the treatment of AD. They 
generally have anti-inflammatory 
and immunomodulatory effects. 
A review conducted in 2020 
showed promising results of herbal 
medicine as both monotherapy 
and adjunctive therapy in treat-
ing AD. Regarding efficacy and 
symptom relief, herbal medicine 
was found to be more effective than 
conventional medicine.7

 AROMATHERAPY  Aromatherapy, 
using essential oils distilled from 
plants, is used to treat various 
disorders, such as stress, anxiety, 
and dermatological conditions. It 
is commonly used in combination 
with other nontraditional therapies. 
The essential oils in this therapy are 
administered to the body in various 
ways, including via direct massage, 
inhalation, or distillation in baths.8

 HYPNOTHERAPY  Hypnosis has 
increasingly been used in medicine 
to manage pain and anxiety. Be-
cause stress plays a vital role in ag-
gravating symptoms and triggering 
flare-ups of AD, hypnotherapy can 
help improve some of the disease 
symptoms. Findings from a study 
published in the International 
Journal of Clinical and Experimental 
Hypnosis showed hypnosis to be an 
effective treatment option for AD. 
The data further demonstrated that 
hypnosis could be used in patients 
as an alternative treatment option 
to systemic therapies.9 

 CLIMATOTHERAPY  Climato-
therapy has been indicated for 
patients with atopic eczema for 
many years. This form of therapy 
involves a combination of swim-
ming and sunbathing in the sea for 
a few weeks. The Dead Sea basin 
is known as a natural treatment 
center for patients with dermato-
logical and rheumatic conditions. 
Results of a scientific study high-
light a temporal shift in the skin of 
patients with AD after exposure to 
Dead Sea climatotherapy. The find-
ings further elucidate that climate 
can serve as a potential therapy for 
patients with AD by influencing the 
development and maintenance of 
personal microbiomes.10

 TUINA  Tuina is a TCM therapy 
involving manual manipulation of 
soft body tissues to enhance health 
and well-being. According to data 
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from a systematic review conducted in 2019, 
tuina massage therapy is an effective treatment 
option in improving symptoms and reducing re-
lapse rates among children younger than 14 years 
of age. It has also been reported that tuina, either 
alone or in combination with other treatment op-
tions, may successfully improve common signs 

and symptoms of AD, including skin lesions, 
itchiness, edema, and papules.11

 DIET AND SUPPLEMENTS  It is a common 
myth among patients with AD that avoiding 
certain foods may prevent allergic reactions and 
flare-ups of the disease. However, making dietary 

changes can help reduce inflammation, boost 
the immune system, and improve some of the 
symptoms associated with AD. Some common 
vitamins and supplements used by patients with 
AD to manage their symptoms include vitamin 
A, vitamin C, vitamin D, antioxidants, zinc, fish 
oil, prebiotics and probiotics, selenium, CBD and 
melatonin.12 Data from a study published in the 
American Journal of Clinical Dermatology revealed 
the role of vitamin D supplements in reducing 
AD severity.13

 RELAXATION TECHNIQUES  Patients with 
AD are prone to anxiety and stress, which may 
serve as a triggering factor and can exacerbate 
the situation. It is crucial to address these fac-
tors and promote stress management. Some of 
the common relaxation techniques used among 
patients with AD to promote physical and mental 
well-being include meditation, yoga, breathing 
exercises, tai chi, and Reiki.8

Holistic medicine aims to address the overall 
well-being of patients, which requires greater 
teamwork and integration in the care chain. 
Although Western medicine has proved ben-
eficial in treating symptoms, taking a holistic 
approach may help improve patients’ overall 
health. However, evaluating all benefits and risks 
associated with the therapy before prescribing 
any holistic treatment is imperative.
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non-immunocompromised patients aged ≥12 years1

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

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

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

INDICATION

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

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

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

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

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

•  Invasive fungal infections, including cryptococcosis 
and pneumocystosis.

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

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

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

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

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

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

Please see additional Important Safety Information 
on following page. 

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

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

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

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

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



OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Please see Brief Summary of Full Prescribing Information, 
including Boxed Warning, on following pages.
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online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

Limitations of Use: Use of OPZELURA in combination with therapeutic biologics, other 
JAK inhibitors, or potent immunosuppressants such as azathioprine or cyclosporine  
is not recommended.
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SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for inflammatory conditions 
are at risk for developing serious infections that may lead to hospitalization or 
death [see Warnings and Precautions and Adverse Reactions].  
Reported infections include:

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice. In two double-blind, vehicle-controlled clinical trials 
(TRuE-AD1 and TRuE-AD2), 499 adult and pediatric subjects 12 years of age and older 
with atopic dermatitis were treated with OPZELURA twice daily for 8 weeks. In the 
OPZELURA group, 62% of subjects were females, and 71% of subjects were White, 23% 
were Black, and 4% were Asian. The adverse reactions reported by ≥ 1% of OPZELURA 
treated subjects and at a greater incidence than in the vehicle arm through week 8 are as 
follows for OPZELURA (N=499) vs Vehicle (N=250), respectively: Subjects with any 
treatment emergent adverse event (TEAE) 132 (27%) vs 83 (33%), Nasopharyngitis 
13 (3%) vs 2 (1%), Bronchitis 4 (1%) vs 0 (0%), Ear infection 4 (1%) vs 0 (0%), Eosinophil 
count increased 4 (1%) vs 0 (0%), Urticaria 4 (1%) vs 0 (0%), Diarrhea 3 (1%) vs 1 (<1%), 
Folliculitis 3 (1%) vs 0 (0%), Tonsillitis 3 (1%) vs 0 (0%), and Rhinorrhea 3 (1%) vs 1 (<1%).

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

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

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

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

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

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

Data

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

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

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

OPZELURA is a trademark of Incyte. All rights reserved.
U.S. Patent Nos. 7598257; 8415362; 8722693; 8822481; 9079912; 
9974790; 10639310; 10610530; 10758543; 10869870; 11219624
© 2022 Incyte Corporation. All rights reserved.
Issued: July 2022 PLR-OPZ-00023
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A Conversation  
About JAK Inhibitors  
in Atopic Dermatitis
In this DermView series recap, Raj Chovatiya, MD, PhD, and Lisa Swanson, 
MD, FAAD, review the changing landscape of atopic dermatitis treatment 
options and what is on the horizon.

Kaitlyn Bader, Associate Editor

feel like it’s impossible to keep up with 
what’s going on because before when 
it came to atopic dermatitis, we just 
didn’t have that much to talk about 

after some of the typical topical steroids. 
But now we have oral medicals, topical 
medications, and injectable medications. 
The armamentarium is so rich,” said Raj 
Chovatiya, MD, PhD, an assistant professor 
of dermatology at Northwestern University 
Feinberg School of Medicine and director 
of the Center for Eczema and Itch at North-
western University in Chicago, Illinois. 

During a Dermatology Times® DermView 
webinar series, Chovatiya and Lisa Swanson, 
MD, FAAD, a pediatric dermatologist at Ada 
West Dermatology in Meridian, Idaho, dis-
cussed how treatment options for atopic der-
matitis have changed over the past 5 years 
and what future expansion might look like 
with Janus kinase (JAK) inhibitors. Swanson 
began by stressing how difficult it has been 
to treat certain inflammatory skin conditions, 
such as moderate to severe atopic derma-
titis, moderate to severe psoriasis, alopecia 
areata, vitiligo, and hidradenitis suppurativa. 
Dupilumab (Dupixent; Regeneron Pharma-
ceuticals, Inc/Sanofi-Aventis US LLC) began 
to change the treatment landscape 5 years 
ago and has significantly improved how 
Swanson now treats her patients with severe 
atopic dermatitis. 

Chovatiya echoed Swanson’s excitement 
about new treatment options such as topi-
cal ruxolitinib (Opzelura; Incyte Corpora-
tion), tralokinumab (Adbry; Leo Pharma 
Inc), upadacitinib (Rinvoq; AbbVie Inc), and 
abrocitinib (Cibinqo; Pfizer Inc). Chovatiya 
mentioned that the way dermatologists think 
about atopic dermatitis has shifted, as previ-
ously methotrexate or cyclosporine were 
used as a treatment option. Now she feels 
more optimistic about the numerous safe and 

effective options to choose from, which give 
patients more flexibility and personalization 
in their treatment options. 

Regarding JAK inhibition and what 
factors play a role in atopic dermatitis, 
Chovatiya gave an overview of immune 
activation, immune dysregulation, and type 
2 inflammatory signaling. 

“When you think about some of these 
classic cytokine signals that are important 
to atopic dermatitis like IL-4, IL-13, IL-31, 
TSLP, [and] IL-33, these are all proteins that 
are floating around communicating with 
cells in the skin and immune cells, both 
locally and throughout the whole body, 
signaling a lot of the things that we think 
about that happen in atopic dermatitis. You 
really can’t get a protein to float its way into 
the cells, so you can think about the signal-
ing pathway of JAK [inhibitors] and signal 
transducer and activator transcription as a 
relay race intermediary system that trans-
lates something from the outside of the cell 
into something the nucleus can act on with 
transcription and translation and further 
pro-inflammatory signals down the line,” 
said Chovatiya. 

Each cytokine plays an important role; 
for example, IL-4 and IL-3 are associated 
with itch and barrier dysfunction, and IL-31 
is also relevant to itch. TSLP and IL-33 
are important early-phase cytokines or 
alarmins that kick-start actions from an 

epidermal level. Lastly, IL-22 is important 
for reactive thickening. 

Swanson discussed her experience with 
recently approved treatments for atopic 
dermatitis, beginning with topical ruxolitinib. 
She said this is the first topical nonsteroid 
that can have a similar efficacy as a topical 
steroid in terms of speed of onset and overall 

effectiveness. She also chooses topical 
ruxolitinib for her patients who may be on the 
autistic spectrum or have tactile sensitivity 
because the application is nongreasy and 
feels acceptable to her patients. 

Moving on to upadacitinib and abrocitinib, 
Swanson pointed out to viewers that the big-
gest take-home message with these 2 JAK 
inhibitors is their speed of onset. 

“Within hours or within a day or two, our 
patients are reporting how much better they 
feel. A lot of them can hardly believe it. I think 
a lot of them wonder if they’re experiencing 
a placebo effect of some kind because how 
could this be true that this could be working 
so quickly? And then it keeps working and 
they’re super happy and they express that joy 
to us, which makes us so much more joyful in 
the clinic,” said Swanson. 

Reference
Chovatiya R, Swanson L. A conversation about JAK 
inhibitors in atopic dermatitis. Dermatology Times®  
DermView webinar. November 1, 2022. Accessed No-
vember 3, 2022. https://www.dermatologytimes.com/
dermview/a-conversation-about-jak-inhibitors-in-
atopic-dermatitis
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psoriasis

Treatment of Plaque 
Psoriasis in Children
A variety of topicals and biologics are now available to treat  
children affected by this challenging condition.
Charmaine Yuan; and Bernard A. Cohen, MD, Staff Correspondent

laque psoriasis is a chronic inflam-
matory disorder that affects the 
skin, especially of the scalp, 
lower back, and extensor surfaces 
(elbows, knees). It presents with 
red, scaly, and flaky skin.1 Psoriasis 
affects 2% to 5% of the general 
population, with one-third of cases 
starting in childhood.2 Patients 
often have a family history of 
psoriasis, though environmental 
factors, such as stress, infection, 
medications, and smoking, also 
play a role.

Treatment of pediatric plaque 
psoriasis is challenging because 
of the lack of data and standard-
ized guidelines, which means 
that children are often treated 
based on findings pulled from 
studies in adults. This is often 
inappropriate because of differ-

ences in clinical presentation 
and disease triggers in children 
vs adults. Children are usually 
treated with nontargeted topi-
cals, systemic nonbiologic thera-
pies, or phototherapy, with inad-
equate treatment response and 
intolerance. These nontargeted 
treatments broadly suppress the 
immune system or control kerati-
nocyte proliferation.2 

Fortunately, biologic treatments 
targeting the cytokines implicated 
in the pathophysiology of plaque 
psoriasis have been developed. 
Further, randomized control trials 
(RCTs) are being conducted in the 
pediatric population, increasing 
our understanding of the use of 
biologics in children.2

Topical and  
Nonbiologic Treatments

Topical Therapy
Topical treatments are often 
used for children with psoriasis, 
although most are used off label. 
An important consideration is that 
children have a higher skin surface 
area to body weight ratio, leading to 
higher penetration capacity.3 

 TOPICAL STEROIDS  Steroids are 
the most prescribed therapy for 
pediatric psoriasis, with the goal 
of reducing inflammation, skin 
turnover, erythema, scaling, and 
itching. However, prolonged use 
of steroids is associated with skin 
atrophy, hypertrichosis, acneiform 
dermatitis, tachyphylaxis, telan-
giectasia, and suppression of the 
hypothalamic-adrenal axis.3 

 VITAMIN D ANALOGS  Calci-
potriene and calcitriol inhibit 
proliferation of keratinocytes, 
reducing erythema and scaling. 
Efficacy of vitamin D analogs can 
be improved in combination with 
topical steroids via a synergistic ac-
tion, which also allows for a lower 
dose of steroids and therefore fewer 
adverse effects.3

 TARS  One of the oldest treatments 
used for psoriasis, tars, usually crude 
coal tar and its modified prepara-
tions, are antipruritic and antipro-
liferative. Their use is limited due to 
their odor and staining of clothing 
and skin, but they can be used in 
combination with other therapies. 
Possible adverse effects include ery-
thema, folliculitis, and photosensi-
tivity, with a possible link to cancer.3

 ANTHRALIN (DITHRANOL)  Di-
thranol is anti-inflammatory and 
antiproliferative, although it can 
also stain clothes and irritate the 
skin. It may be more appropriate as 
short-contact therapy.3

 CALCINEURIN INHIBITORS  Topi-
cal tacrolimus and pimecrolimus 
are particularly used on sensitive 
areas such as the face and genitalia; 
adverse effects include pruritis 
and burning.3

Phototherapy
Phototherapy is safe and effec-
tive, and often used first line for 
extensive psoriasis or when topical 
therapy fails.2,3 It inhibits DNA 
synthesis, decreasing keratino-
cyte proliferation and promoting 
T-cell apoptosis. Narrow-band 
UVB is most commonly used, with 
mild adverse effects. Data from 
several case studies show partial 
or complete remission after about 
30 treatments. Short-term adverse 
effects are erythema, pruritis, 
burning, and herpes virus reactiva-
tion; long-term adverse effects may 
be photoaging, photodamage, and 
increased risk of skin cancer.3 

P
Psoriasis affects 2% to 5% 
of the general population, 
with one-third of cases 
starting in childhood.
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Nonbiologic  
Systemic Treatments
 METHOTREXATE  (MTX)  MTX is a folic 
acid antagonist that inhibits inflammatory 
cytokines and DNA synthesis, suppressing 
T-cell activation and proliferation. It is used 
in the treatment of moderate to severe plaque 
psoriasis. Adverse effects include nausea, 
vomiting, fatigue, hepatotoxicity, pulmonary 
toxicity, hematological abnormalities, renal 
insufficiency, and drug-drug interactions. It 
should be used at the lowest dose possible to 
reduce adverse effects and should be avoided 
as long-term therapy because of its cumula-
tive toxicity. Blood counts and liver function 
should be monitored during therapy.3 

 CYCLOSPORINE (CYA)  This immunosup-
pressant inhibits T cells and IL-2. It has a 
rapid onset of action, making it useful for 
severe flares of psoriasis. Like MTX, it also 
has several severe adverse effects, such as 
nausea, diarrhea, headache, hypertension, 
nephrotoxicity, myalgia, hypertriglyceride-
mia, electrolyte abnormalities (hyperkalemia, 
hypomagnesemia), and gingival hyperplasia. 
Once remission is achieved, the dose should 
be tapered to the minimum effective dose; 
most of the adverse effects are reversible after 
discontinuing CyA. Other adverse effects in-

clude immunosuppression and increased risk 
of skin cancer and lymphoma. Blood counts, 
metabolic panels, and renal and liver function 
should be monitored.3 

 RETINOIDS (ACITRETIN, ACY)  Retinoids 
are vitamin A analogs that alter metabolic 
pathways in keratinocytes, which promotes 
cellular differentiation and reduces inflam-
mation. Adverse effects include xerosis, chei-
litis, epistaxis, blepharon-conjunctivitis, hair 
loss, pruritis, myalgias, paronychia, glomeru-
lonephritis, transaminitis, hypertriglyceri-
demia, and bone changes (focal osteoporosis, 
premature epiphyseal closure, idiopathic 
skeletal hyperostosis). They also have terato-
genic effects and should be avoided in females 
of childbearing age. Liver function, lipids, 
beta-hCG (in females), and bone x-rays should 
be monitored.3

 FUMARIC ACID ESTERS  These are immu-
nomodulatory molecules used in moderate to 
severe plaque psoriasis in adults that may be 
safe and effective in children as well. Adverse 
effects are flushing, gastrointestinal disor-
ders, transaminitis, proteinuria, increased 
creatinine levels, and lymphocytopenia.3

 APREMILAST  A phosphodiesterase type 4 
inhibitor, apremilast is also used in adults but 
may be safe and effective in children as well. It 
causes gastrointestinal disorders.3

New Treatments
Biologic therapies offer a more targeted 
approach to treatment of pediatric plaque 
psoriasis, with increasing numbers of RCTs 
specifically in children. Contraindications 
include active tuberculosis or other severe 
infections, lymphoma and other malignan-
cies, and other specific diseases such as demy-
elination disease.2 

TNF-α Inhibitors
 ETANERCEPT  Etanercept has been ap-
proved for patients aged 4 to 17 years (United 
States, Canada) or 6 to 17 years (Europe), 
with a majority of patients achieving 75% or 
90% improvement in the Psoriasis Area and 
Severity Index (PASI) score by week 12 of 
treatment and maintaining this improvement 
though week 264. Recapture rates were also 
comparable. Common adverse effects were 
infections (upper respiratory tract infections, 
nasopharyngitis), headaches, and injection-
site reactions.2 

 ADALIMUMAB  Adalimumab has been ap-
proved for patients aged 4 to 17 years. A study 
comparing MTX with adalimumab found that 
more patients achieved PASI 75 and PASI 90 

scores sooner with adalimumab, although 
adverse effects are similar. Like etanercept, 
adalimumab has high recapture rates and 
long-term efficacy.2 

IL-12/-23 Inhibitor
Currently, ustekinumab is the only IL-12/-23 
inhibitor, approved for psoriasis in patients 
aged 12 to 17 years of age. Compared with 
placebo, more patients on ustekinumab 
achieved PASI 75 and 90 scores and achieved 
Physician Global Assessment scores of 0 to 1 
by week 12, maintaining treatment response 
through week 52. The most common adverse 
effect was nasopharyngitis. Several studies 
are investigating safety and effectiveness of 
ustekinumab in younger children.2

Future Therapies
Given the role of IL-17 in the pathogen-
esis of plaque psoriasis, IL-17 inhibitors 
secukinumab and ixekizumab were recently 
approved for use in children 6 years and older 
with moderate to severe psoriasis. Another 
IL-17 inhibitor, brodalumab, as well as a 
selective IL-23 inhibitor, guselkumab, have 
been approved for treatment in adults and are 
being studied in children with severe disease. 

Conclusions
Plaque psoriasis is a chronic inflammatory 
condition leading to red and scaly skin on 
the scalp and extensor surfaces. It affects 
almost all aspects of patients’ lives, from 
their health to their social and emotional 
well-being. Before, children were treated with 
nontargeted topicals or anti-inflammatory 
therapies off label, with a lack of standardized 
guidelines and RCTs studying the safety and 
efficacy of treatments specifically in children. 
Fortunately, newer biologic therapies are now 
available and have been shown to work well 
in the treatment of pediatric plaque psoriasis, 
including etanercept, adalimumab, and 
ustekinumab, with more drugs being devel-
oped and studied.
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Helping Patients With 
Traction Alopecia  
Sandra Fyfe, Staff Correspondent

What Is Traction Alopecia? How Does It Present?
Agbai and Maragh explained that traction 
alopecia (TA) is hair loss caused by repeatedly 
wearing tightly pulled hairstyles. Maragh noted 
that “early on, TA may present as tiny, pimple-
like bumps along the hairline, with inflammation 
around the hair follicles that may be associated 
with itching, flaking, and soreness of the scalp. 
The hairs that grow in the affected area will be-
come broken and weak.” Maragh explained that 
over time, permanent damage to the hair follicle 
will occur. “There is a decrease in the growth 
rate of the hair in the affected area followed by 
thinning of the hair in the area as some follicles 
die off. This may eventually lead to a permanent 
loss of growth in the area,” Maragh said. 

Agbai added that patches of hair loss in TA will 
appear where the tension on the hair is causing 
hairs to be pulled out. “For example, if you wear 
tight ponytails, the areas around the frontal 
or posterior hairline could develop patches of 
alopecia in a band-like distribution. Commonly, 
there is a fringe of retained fine wispy hairs 
across the hairline, which leads to the character-
istic fringe sign of traction alopecia,” she said. 
She explained that rubber band use, weaves, 
braids, locks, cornrows, and other tightly pulled 
styles can predispose patients to TA.   

“If TA is sustained, it can progress to cicatri-
cial (scarring) alopecia,” Agbai noted.  

She said the bitemporal area of the scalp is 
affected most commonly. “The entire scalp may 
even be involved and this is dictated by the hair-
styling technique,” Agbai added. “Hair casts can 
be seen with severe cases of traction,” she said. 

How Common Is Traction Alopecia   
Marag said the number of people affected by 
traction alopecia varies by race, gender, and 
cultural hair styling practices. “While the exact 
percentage is unknown, traction alopecia is 
most common in women of African descent,” 
she said. She added that traction alopecia dates 
back centuries and has affected mainly women 

accomplish this, TA can be treated with topical 
antibiotics such as clindamycin and a topical 
corticosteroid for early papular lesions. “For 
more severe cases, oral antibiotics like doxy-
cycline can decrease inflammation, especially 
when folliculitis is present,” she said, adding 
that topical minoxidil 5% foam or solution is 
also recommended as a nonspecific promoter 
of hair growth. “I also routinely recommend 
intralesional triamcinolone injections every 6 
to 8 weeks until the alopecia is stabilized and 
regrowth is evident. Hair transplantation can 
be effective after the condition is stabilized by 
medical therapies,” Agbai said.   

Maragh added that platelet-rich plasma injec-
tions may be used for their regenerative proper-
ties to restore damaged hair follicles in traction 
alopecia. 

AAD Recommendations to Prevent TA 
Dermatologists can share recommendations to 
help patients prevent TA. The American Academy 
of Dermatologists (AAD) recommends that patients 
wear tight styles such as buns, ponytails, tightly 
pulled updos, cornrows, dreadlocks, hair exten-
sions or weaves, and tight braids only once in a 
while.1 The AAD says wearing rollers to bed most of 
the time can also cause hair loss and recommends 
saving this practice for special occasions.1 

AAD recommends loosening braids especially 
around the hairline, not wearing braids for 
longer than 2 to 3 months, and choosing thicker 
dreadlocks or braids to prevent hair loss. Pa-
tients are also advised to change their styles, 
such as going from cornrows to loose braids, to 
give the hair some time to recover.1 They said 
weaves should be worn only for short periods 
and be removed right away if they cause pain 
or irritation. AAD recommends sewn-in weaves 
over glued-in weaves.1 

AAD says patients should watch for early hair 
loss, such as broken hairs around the forehead, 
a receding hairline, and patches of hair loss 
where the hair is tightly pulled.1 It urges patients 
to be alert to pain, stinging or crusts on the 
scalp, or raised sections or tenting of the scalp.1 
Patients should stop wearing tight hairstyles 
if they notice any of these issues and consult a 
dermatologist.
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1. Hairstyles that pull can lead to hair loss. American Academy 
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org/public/diseases/hair-loss/causes/hairstyles 

of various ethnicities because of traditional 
tight hairstyling practices.  

Agbai said there is an increased prevalence in 
Black men, women, and children. “African Ameri-
can hairstyling techniques can predispose this 
population to hair shaft damage from traction 
due to increased use of tightly pulled hairstyles. 
Still, individuals of any ethnicity can develop 
traction alopecia,” she noted. She added that 
many people do not seek medical care for the 
condition, which contributes to the difficulty 
in assessing its prevalence. “I have, however, 
seen that is a common diagnosis in my hair loss 
clinic,” Agbai said.   

Can Patients Experience  
Traction Alopecia Lying Dormant  
for Years, and Then presenting 
Maragh said TA can take several years to fully 
present with noticeable hair loss in the affected 
areas. “It can even present after a person has 
stopped wearing tight styles if the damage 
has already been done over several preced-
ing years,” she said. She explained that often 
patients who present with TA do not have a 
recent history of tight, pulling, or high-tension 
hairstyles but they do have a history of these 
kinds of styles 2 or 3 years before the onset of 
noticeable hair loss. 

Agbai explained it is possible that other 
forms of alopecia can be misdiagnosed as TA. 
“For example, I have had patients with biopsy-
proven frontal fibrosing alopecia, lichen pla-
nopilaris, alopecia areata, and even cutaneous 
sarcoidosis of the scalp present with a previous 
diagnosis of traction alopecia,” she noted, add-
ing that this has been especially common among 
black female patients. Dermatologists should 
be aware of the possible differential diagnosis 
when assessing patients. 

How Is Traction Alopecia Treated?   
Agbai said treatment for TA is aimed at decreas-
ing inflammation and promoting hair growth. To 

rug Topics® spoke with 2 experts about TA: Sherry L. H. Maragh, MD, 
board-certified general, surgical, cosmetic, and laser dermatologist who 
practices at Advanced Dermatology and Cosmetic Surgery in Ashburn and 
Warrenton, Virginia, and Rockville, Maryland; and Oma Agbai, MD, of the 

department of dermatology at the University of California Davis School of Medicine in 
Sacramento, California. 



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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Top Meeting Takeaways From 
the Fall Clinical Conference
Lois Anzelowitz Levine, MA

n this exclusive Dermatology Times® 2-Min-
ute Drill program, Zoe Diana Draelos, MD, 
of Dermatology Consulting Services; Lisa 
Swanson, MD, a pediatric dermatologist at 

Ada West Dermatology; Mark G. Lebwohl, MD, 
of Icahn School of Medicine at Mount Sinai; and 
Peter A. Lio, MD, of Northwestern University 
Feinberg School of Medicine discussed their 
takeaways from the recent Fall Clinical Dermatol-
ogy Conference in Las Vegas, Nevada. With MJH 
Life Sciences® Vice President of Content Allie 
Ward moderating, these practitioners talked 
about which FDA approvals they are awaiting and 
what they are most excited about when it comes 
to the future of dermatologic interventions.

When asked about the biggest surprise coming 
out of the conference, Draelos said it was “the 
tremendous increase in the number of options 
we have in dermatology for treating common dis-
eases. We have the approval of topical roflumilast, 
which can be used for psoriasis, but it’s also going 
for indications such as atopic dermatitis [(AD) and] 
hand eczema, and we also have a whole plethora 
of other topicals, orals, and injectables. Dermatol-
ogy has really exploded and that’s exciting.” Added 
Swanson, “The biggest surprise is that the black 
box warning on JAK [Janus kinase] inhibitors might 
not be as scary as we initially thought it was. There 
were numerous speakers that talked about that 
and addressed it. So I think the JAKs really had…a 
shining moment.” Lebwohl noted that among new 
drugs discussed was “cantharidin for molluscum. 
Hopefully that will be coming soon. I will say one 
surprise was that topical fluconazole was shown 
to be more effective than oral Lamisil for dermato-
phytosis. I was really surprised to see that.”

Lio noted that when it comes to dermatol-
ogy now, “We’re going to have to rewrite the 
textbooks. There are now not only so many new 
treatments for each disease, but…diseases that 
have treatments for the first time with FDA ap-
proval. Just hearing that something is actually an 
approved medication for an indication is a sign 
that we are finally off to the races.”

What piece of information from the conference 
was most impactful for their own practices? Lio 
focused on personalized care: “I’m always looking 
to get better on individualized care for a patient. 
Of course we all want the most effective, effica-
cious treatments, but with this huge number of 
options, particularly in diseases like psoriasis and 
acne, it also might fit better to look at some of 
the [adverse] effect profiles to really personalize 
it, something many are calling precision medi-
cine.” Draelos agreed, adding that personalized 
medicine for disease and aesthetics has become 
a game-changer. “Now we are seeing the ability 
to use your own endogenous growth factors or 
endogenous blood-derived products for cosmetic 

purposes. This science has bled into the medical 
world and the cosmetic world. Platelet-rich plas-
ma has really taken over cosmetic dermatology.”

Lebwohl remarked on how JAK inhibitors have 
changed the way he practices. He marveled at 
how infrequent the adverse effects were, add-
ing, “We now have a wealth of agents for those 
inflammatory skin conditions that we didn’t have 
before.” The boxed warnings on Advil, he pointed 
out, were worse than the boxed warnings on any 
of the current JAKs. For Swanson, the approval 
of cemiplimab for pustular psoriasis was most 
important: “Having an officially approved biologic 
to treat that scary and dangerous subtype of 
psoriasis is very exciting, [as is] low-dose oral 
minoxidil for various types of alopecia. And I think 
just gaining a comfort level with its use is an im-
portant thing that’s going to change my practice 
with patients who have alopecia.” 

The clinicians were next asked which clinical 
presentation paved the way for the next big FDA 
approval in dermatology. Swanson noted, “There 
is so much to look forward to. I’m really excited to 
see lebrikizumab approved for AD. And I am very 
excited to see roflumilast and tapinarof, currently 
approved for psoriasis, approved for AD, and very 
excited to see the official approval of cantharidin 
for molluscum.” Draelos expressed her enthusi-
asm for having an on-label drug for seborrheic 
dermatitis. “That’s a common, cradle-to-grave 
disease, and we don’t have anything on label to 
treat it. So the indication of roflumilast foam for 
seborrheic dermatitis is very exciting.” 

Lio noted that the FDA might soon be approv-
ing drugs for the need for itch. “We have…just 
had an approval for prurigo nodularis, but this is 
such a rich space. I have such a rich practice with 
patients [experiencing itch], I need all the help 
I can get.” Lebwohl mentioned a nitrous oxide–
based product for molluscum that he hopes to 
see approval for, along with a triple-action acne 
product containing benzyl peroxide, adapalene, 
and clindamycin, “which I first heard about at this 
conference, and sounds impressive.”

Which trials discussed at the conference do 
practitioners need more information on? For 
Lebwohl, it was the Novan trial for molluscum, 
and “in addition, we really are at the infancy stage 
of alopecia [and] vitiligo; we need mores safe 
agents for these conditions. All the JAK inhibitors 
and ritlecitinib specifically is what I’d like to hear 
more about.”

Lio noted that at the end of many recent trials, 
remission remains even after the medication 
has been stopped. “Often, after a medication is 
stopped, a condition will spike back up to base-
line or worse. I am fascinated by those drugs and 
what that means to see this relative remission.”

Draelos observed that “What dermatologists 

need now is determining which biologics are best 
for which patients. Various companies are trying 
to look at interleukins and the interleukin profile, 
and picking a specific mAb [monoclonal antibody] 
against a specific interleukin might be a way of 
personalizing psoriasis medication.” Swanson 
also is eager to see future trials and medications 
for hidradenitis suppurativa. Although she noted 
that intervention options exist for this devastating 
condition, there is no “gangbuster treatment for 
people who are really suffering. I can’t wait to see 
data from those studies.”

The biggest winner at the meeting? Lio gave 
that prize to everyone: “There was so much ex-
citement and so much connecting, definitely the 
most heartwarming part of the conference.” For 
Swanson it was simply that “JAK is the new black. 
JAK inhibitors were the winner of the meeting.” 
Lebwohl noted that Swanson herself was the 
biggest meeting winner—“Off the charts, the best 
speaker in a long time,”—and added, “If we can 
get the story of the safety of these JAKs out, we 
will be helping our patients a ton.” For Draelos, 
the melanoma presentations were fascinating 
and deserved a call out. “The options beyond sur-
gery available now, the immunologic treatments, 
…were greatly insightful,” she explained. 

Final thoughts and advice? Swanson said, 
“Don’t be afraid to treat kids with bad AD and 
psoriasis: they need our help. These medicines 
are safe and there are good data, so be bold, 
be brave, and treat those kids who need it.” Lio 
credited his colleague Lebwohl  “who once told 
me that getting the message out to clinicians 
involves the 3 P’s: posters, presentations, and 
publications. Also, right now I am working with a 
company called Top Derm that is making video 
games for doctors for medical education. This 
is so exciting to think we can take modern video 
game concepts and allow people to take difficult 
ideas and put [them] into bite-sized packages, so 
stay tuned!” Draelos loved seeing the reintroduc-
tion of old drugs with new vehicles: “People are 
taking old drugs, and instead of a greasy oint-
ment, creating…polymer emulsions. Dermatology 
has suffered from a lack of innovative excipients 
in the past, so these new vehicles are very excit-
ing.” Lebwohl admitted, “As a codirector of this 
meeting, I felt it really was so packed with infor-
mation that you can learn on a Monday and use 
on a Tuesday with your patients.”  

All panelists agreed that the meeting offered 
information in a palatable way and left  them feel-
ing energized. And, as Lio observed, “This meeting 
proved there is not a better bunch of 
people to fight the good fight with.”
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Cost-Effectiveness  
of Treating Advanced 
Melanoma
Bob Kronemyer , Staff Correspondent

uthors of an economic 
evaluation of patients with 
advanced melanoma have 
concluded that response-
adapted discontinuation of 
ipilimumab after 6 weeks 
is cost-effective and may 
lower the patient’s financial 
burden. Cost savings were 
estimated at $19,891 per 
patient compared with stan-

dard of care, according to findings 
from the study published in JAMA 
Dermatology.  

“Idealistically, response-adapted 
treatment fits well into the notion of 
personalized medicine, with drug 
regimen and dosage dictated by the 
individual patient’s early response,” 
said principal investigator Wolf-
gang G. Kunz, MD, MHBA, attend-
ing and professor of radiology at 
Ludwig-Maximilians-University 
(LMU) Munich in Germany. “It also 
leverages the multidisciplinary 
nature of medical care–in our 
case, dermatology, oncology, and 
radiology–by combining the most 
advanced features of each field.”

However, to date, it is unknown 
what impact potential response-
adapted treatment strategies for 
advanced melanoma may have 
economically, according to Kunz.

The cost-effectiveness analysis 
used data from The ADAPT-
IT Study (NCT03122522), with 
follow-up of 33 months, and from 
the phase 3 CheckMate 067 study 
(NCT01844505), with follow-up of 
6.5 years.

The authors also assessed pub-
lished literature on ADAPT-IT over 
the 33 months. 

The analysis was conducted in 
a US setting from a US payer  per-

spective, for which the willingness-
to-pay threshold was set at $100,000 
per quality-adjusted life-year 
(QALY). 

All 355 patients had previously 
untreated unresectable stage III or 
IV metastatic melanoma. Overall, 
41 patients were from ADAPT-IT, 
with a median age of 65 years, and 
68% were male. The remaining 314 
patients were from the Check-
Mate 067 trial, with a median age 
of 61 years and 66% of patients 
being male.

The primary outcome of ADAPT-
IT was objective response. The 2 
chief outcomes of the CheckMate 
067 trial were overall survival and 
progression-free survival. 

Based on the strategies of the 2 
previous studies, a decision model 
was created to estimate lifetime 
costs and QALYs. The new study 
compared the survival curves of 
ADAPT-IT with those of a theoreti-
cal standard-of-care trial, in which 
theoretical survival was almost 10% 
greater than what was seen clini-
cally. 

Response-adapted treatment 
was the cost-effective option in 
94.0% of scenarios, based on Monte 
Carlo simulations, with a dominant 
incremental cost-effectiveness ratio 
and an incremental net monetary 
benefit of $28,849 compared with 
standard-of-care therapy. In sce-
nario analyses, current standard of 
care was only considered as a cost-
effective option under best survival 
assumptions and if the willingness-
to-pay threshold exceeded $630,000 
per QALY.

“Even in this extreme example, 
ADAPT-IT remained cost-effec-
tive up to a willingness-to-pay 

threshold of $630,000…over 500% 
more than acceptable levels for 
payers,” Kunz told Dermatology 
Times®. “We were surprised by the 
sheer magnitude of the cost-effec-
tiveness our analysis revealed for 
response-adapted treatment.”

Study findings “serve to high-
light just how game changing 
a response-adapted treatment 
protocol can be,” Kunz said. “On 
the clinical level, response-adapted 
treatment has the potential to not 
only [shave] dollars off medical 
bills but prevent the [adverse] 
effects that have thus far plagued 
cancer care.”

As trials of interest have 
demonstrated, smart treatment 
de-escalations reduce patient costs 
with no detriment to outcomes, 
according to Kunz, who is head 
of oncologic imaging and clinical 
trial imaging at LMU Munich. “We 
also believe that quantifying these 
benefits may motivate more clini-
cians to develop response-adapted 
protocols,” he said.

Kunz emphasized that less 
expensive treatment is not the 
same as less effective care. “This 
is not a new idea, but often hard to 
make a reality,” he noted. “When 
a new such example arises, it is 
incumbent upon the field to both 
understand what features impart 
this rare quality and to design more 
protocols that take advantage of 
these developments.”

Kunz and his colleagues hope 
that their study raises awareness 
that less therapy can, in some cir-
cumstances, be in the best interest 
of patients, rather than deemed 
suboptimal care. “This should 
be communicated to patients, 
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as there may be misconceptions 
among individuals and families 
without a professional medical 
background, “ Kunz said. “In the 
long term, continued development 
of response-adapted treatments 
has a great potential to further 
cancer care toward the goal of truly 
individualized care.”

David Polsky, MD, PhD, the 
Alfred W. Kopf Professor of Derma-
tologic Oncology at NYU Langone 
Health in New York, New York, 
stressed that the study is a simula-
tion, not an actual clinical trial. 
“Nonetheless, the key finding that a 
potentially substantial cost savings 
could occur if the conventional 
4-dose induction therapy was 
shortened to 2 doses is not particu-
larly surprising, [as] immunother-
apy is very expensive,” he said.

On the other hand, if patients 
had not responded as positively 
after the initial 2 doses, “the 
benefit side of the analysis would 
be more limited,” Polsky told 
Dermatology Times©®.

For patients, the study does not 
change standard practice, accord-
ing to Polsky, who was not a study 
author. “However, because nearly 
all patients develop some degree of 
[adverse] effects from the form of 
combination immunotherapy used 
in the 2 clinical trials analyzed, 
patients who are forced to discon-
tinue combination immunotherapy 
due to [adverse] effects may be 
encouraged to learn that most of 
the benefit of the treatment appears 
to come from the first 2 doses,” 
he said.

Kunz reported no relevant financial 
disclosures.

Polsky is on the advisory board of Merck 
and has performed contracted research 
for Novartis and Bristol Myers Squibb.
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BPDCN and Leukemia:  
What’s the Difference?

Kaitlyn Bader, Associate Editor

BPDCN is commonly misdiagnosed as 
AML, which is a rare blood cancer that ac-
counts for 1% of all new cancer cases. AML 
starts in the blood and bone marrow and 
can progress rapidly, with relapse affecting 
approximately 50% of all patients. Many 
treatment options can lead to a long-term 
reduction in symptoms, but without im-
mediate treatment, AML becomes increas-
ingly difficult to manage. The median age 
of diagnosis is 68 years, similar to BPDCN,1,2 
which has overlapping symptoms to AML, 
including bruises, fatigue, weakness, and 
excessive bleeding.1

Although the difference between BPDCN 

and leukemia is increasingly difficult to 
spot, BPDCN presents more on the skin 
as lesions and bruising, and CD123 can be 
detected specifically in BPDCN cells via 
biopsy.
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Blastic plasmacytoid dendritic cell neoplasm is commonly 
misdiagnosed as various forms of leukemia.

THERE ARE MANY DIFFERENT TYPES OF 
LEUKEMIA, including acute lymphocytic 
leukemia, acute myeloid leukemia (AML), and 
chronic lymphocytic leukemia, to name a few. 
Leukemia is most often recognized as a can-
cer of the white blood cells, caused by the 
rapid production of abnormal white blood 
cells. Although leukemia is a well-known 
form of blood cancer, an aggressive and rare 
form of blood cancer, blastic plasmacytoid 
dendritic cell neoplasm (BPDCN), is often 

mistaken for leukemia.1
BPDCN was previously known as natural 

killer cell leukemia/lymphoma before its 
biology and origin were understood. In 
2008, the World Health Organization (WHO) 
established the term “BPDCN.” WHO gave 
BPDCN its own category in the 2016 WHO 
revision. Because of the lack of data on BP-
DCN, there is no established treatment, and 
it is commonly misdiagnosed as leukemia or 
lymphoma.2 

Approximately 80% of BPDCN cases 
involve the skin as the site of the disease. 
BPDCN also progresses with bone marrow 
involvement and a decrease in red blood 
cells, white blood cells, and platelet counts. 
The average age of diagnosis is 60 to 70 
years.2

Although the signs and symptoms of 
BPDCN are very similar to other forms of 
cancers, health care providers can biopsy 
skin, lymph nodes, or bone marrow to look 
for CD123, which is a type of protein specifi-
cally found in BPDCN cells.3

Signs and symptoms of BPDCN include the following:
 ⦁ Swollen lymph nodes
 ⦁ Stomach pain

 ⦁ Fatigue
 ⦁ Skin lesions (presenting as a rash or bruises)

Most common signs and symptoms of leukemia include the following:
 ⦁ Fever or chills
 ⦁ Fatigue
 ⦁ Easy bleeding or bruising

 ⦁ Petechiae of the skin (red spots)
 ⦁ Bone pain or tenderness
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More Than  
Just a Rash

Early hematopoietic stem cell transplantation may 
improve survival in this difficult-to-treat cancer 
Rachael Zimlich, BSN, RN, Staff Correspondent

Most often appearing in older men, 
the skin lesions that first signal this 
cancer can be initially responsive to a 
combined treatment regimen of chemo-
therapy, focal radiation, and systemic 
glucocorticoids. This early response is 
not a sign of overall improvement, how-
ever. Individuals who experience strong 
initial responses to therapy often relapse 
quickly, and current treatments do little 
to improve the overall prognosis for this 
cancer.1

What Is BPDCN?
Also known as a blastic natural killer cell 
lymphoma or CD4+/CD56+ hematodermic 
neoplasm, this cancer develops from 
plasmacytoid dendritic cells—a type 
of myeloid cell.1 The cells that BPDCN 
evolves from are usually found in the 
lymph nodes and tonsils, and more rarely 
in the thymus, bone marrow, spleen, and 
lymphoid tissues. Exposure to stimuli 
such as viral or autoimmune conditions 
can trigger genetic reorganization that 
leads to malignancy.2

BPDCN was first recognized in 1998 
as a cutaneous lymphoma, and then as 
its own distinct diagnosis in 2016.2 The 
disease has a long history of misdiag-
nosis, with bruise-like lesions on the 
upper body being the most common skin 
presentation.

This type of cancer is very rare, 
limiting the available data for research. 
BPDCN has an incidence of approximately 
0.04 per 100,000 individuals, and gener-
ally affects older men between the ages 

until the US Food and Drug Administra-
tion approved the targeted therapy 
tagraxofusp in 2018.4 When tagraxofusp 
is not an option, other treatments can 
include the following:

 ⦁ acute lymphoblastic leukemia–in-
spired intensive chemotherapy 
regimen with central nervous system 
prophylaxis

 ⦁ allogeneic hematopoietic stem cell 
transplantation 

 ⦁ CD123-based targeted therapies
Although high-dose chemotherapy 

regimens are generally the treatment 
of choice for patients with BPDCN, they 
are not often well tolerated by the frail, 
elderly population the disease targets. 
For this reason, lower-dose treatment 
regimens that are not as effective may be 
substituted.3

Patients who developed this condition 
before age 60 and who received treat-
ments with early hematopoietic stem cell 
transplantation had better outcomes, ac-
cording to one study.2 Additional studies 
on newer, more effective treatments for 
delicate populations are ongoing.
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of 53 and 68 years.2 There is no clear 
racial or ethnic connection, according to 
current literature.2

Although most patients with BPDCN—
about 90%—present with symptoms 
that are apparent only on the skin, bone 
marrow involvement is common and 
eventually leads to the development of 
leukemia.3 Overt acute leukemia is the 
initial presentation that leads to diagno-
sis in about 10% of patients, according to 
the findings of one 2019 study.3

The initial skin-only appearance of 
this disease and its insidious progression 
carries a poor prognosis, with a median 
survival of less than 2 years.2 With-
out treatment, BPDCN spreads quickly 
through peripheral blood and bone mar-
row and can lead to death in under a year 
regardless of the initial presentation.1 

Management and Treatment
The rare and aggressive nature of BPDCN 
has made creating effective treatment 
guidelines difficult, and there was no 
standard of care in treating the disease 

BPDCN:
lastic plasmacytoid dendritic cell neoplasm (BPDCN) is 
a rare and aggressive form of cancer that usually makes 
its appearance in the form of red to violet papules and 
plaques. These can be confused with many other skin 
conditions.1

BPDCN has an 
incidence of 
approximately 
0.04 per 100,000 
individuals.
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Erythropoietic  
Protoporphyria:  
A Brief Review
Erythropoietic protoporphyria (EPP) is a lifelong 
debilitating disorder resulting from defects in the 
enzymes involved in heme synthesis that casts 
patients indoors due to extreme photosensitivity.
Jacqueline Tran and Bernard Cohen, MD, Staff Correspondents

rythropoietic protoporphyria (EPP) is a 
disorder in one of 2 enzymes in the heme 
synthesis pathway. Common mutations 
seen in the disease are a deficiency of the 
enzyme ferrochelatase or a gain-of-function 
mutation in aminolevulinic acid synthase. 

The result of these aberrations is an accumulation of 
protoporphyrin in red blood cells, which leads to a 
nonblistering, photosensitive, and painful cutane-
ous presentation. Over time, repeated insults to the 
skin through exposure to sunlight results in pebbly 
thickening of the dermis and waxlike scarring of the 
face. In a subset of patients with EPP, liver disease 
like cirrhosis may also develop.1

Epidemiology
EPP is the third most common porphyria in the 
world. With an incidence of 2 to 5 cases per 1 million 
people, it affects 1 in 74,300 men and women world-
wide.2 Onset typically occurs during childhood, 
and the average age of diagnosis is about 4 years3; 
however, onset is also possible in adolescence 
and adulthood.

Clinical Presentation
Patients with EPP primarily experience extreme 
photosensitivity after limited exposure to sunlight. 
Protoporphyrin accumulated in their red blood cells 
and dermal blood vessels is activated by sunlight 
and results in intense skin burning, erythema, and 
pruritus within hours of exposure.4 Common sites 
are the nose, cheeks, and the back of the hands, and 
symptom severity depends on exposure duration. 
As is to be expected, these patients are more likely 
to be deficient in vitamin D and at higher risk for 
osteoporosis due to their avoidance of sunlight.1

Extracutaneous sequela like liver damage is a rare 
but severe complication for these patients. Its patho-
genesis is potentially secondary to the cholestatic 
and hepatotoxic effects of protoporphyrin, which 

accumulates in the liver.4 For this reason, patients 
occasionally present with rapidly progressive liver 
disease, including fatal hepatic failure or severe 
chronic cirrhosis, which further precipitates proto-
porphyrin accumulation. A more common complica-
tion of EPP is pigmented gallstones. Protoporphyrin 
is lipid-soluble and may crystallize in bile. In tandem 
with cholestatic changes in the liver, these patients 
are at increased risk for gallstones at a young age.1,4

Diagnosis
Owing to its early presentation, clinical evaluation 
during infancy allows for appropriate recommen-
dations to be made. Because protoporphyrin is 
not water soluble, urinalysis is generally negative. 
Instead, blood samples are evaluated for red blood 
cells containing an increased amount of total and 
free protoporphyrin. The presence of free proto-
porphyrin is important to rule out other causes of 
porphyria, like the iron or lead toxicity that presents 
with zinc compounded protoporphyrin.4 Five to 
ten times greater than the upper limit of normal 
serum protoporphyrin (80mcg/dl) is diagnostic of 
the disease.1 Autosomal dominant transmission is 
most common, so genetic testing or gene sequenc-
ing can be pursued to determine the specific 
enzyme affected.

With liver damage as a severe complication, it is 
important to obtain liver function tests at the time 
of diagnosis to establish a baseline and monitor 
throughout the disease course.1,4 If necessary, liver 
biopsies can be performed to assess the severity of 
the damage and whether the patient will require 
liver transplantation.3,4 The underlying cause, 
however, won’t be addressed by a transplant and the 

hepatotoxic effects of protoporphyrin accumulation 
may continue.

Treatment Options
There is currently no effective way to decrease 
protoporphyrin levels in patients with EPP. The 
mainstay of treatment is symptom prevention. 
These patients are advised to avoid sunlight, wear 
protective clothing, apply sunscreen, remain in 
shaded areas when outdoors, and use light filters 
indoors. However, these behaviors are difficult to 
implement and have a deleterious impact on  qual-
ity of life. Vitamin D and calcium supplements are 
also recommended.1

It has been noted that beta-carotene provides 
patients with a mildly increased sun tolerance, 
although experts are skeptical about its efficacy.5 
Moreover, high doses of beta-carotene can lead to 
yellowish skin pigmentation and a higher risk of 
lung cancer among smokers, which makes this a 
less desirable option.6

In 2019, afamelanotide (a synthetic analog of 
alpha-melanocyte stimulating hormone) was 
approved by the FDA for the treatment of EPP.7 
Afamelanotide binds to the melanocortin 1 recep-
tor in dermal cells and produces eumelanin, a 
photoprotective molecule.8 In addition, it has anti-
oxidant properties, increases melanin synthesis, 
and modulates inflammation.7 It has also been 
shown to improve quality of life and have great 
compliance rates compared with beta-carotene.9 
Furthermore, the compound has minimal side 
effects and low discontinuation rates.9 Reports of 
nausea, headache, and temporary skin darkening 
have been noted with use.8 Because it improves 
sun tolerance and has a mild adverse effect profile, 
it is a desirable option for patients with EPP. This 
represents a crucial milestone and should be rec-
ommended to all patients with EPP who suffer from 
extreme photosensitivity.
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Pulsed Dye Lasers for  
Cosmetic Procedures
Patty Weasler, Staff Correspondent

ulsed dye laser (PDL) 
has been one of the 
mainstay treatments 
for eliminating dilated 
blood vessels in the 
skin. It is commonly 
used to treat port wine 
stains, hemangiomas, 

and other vascular lesions. PDLs 
work by using selective thermoly-
sis to target blood vessels in the 
skin. The laser destroys the blood 
vessels and leaves the surround-
ing skin undamaged. The PDL 
delivers pulsed laser energy at a 
wavelength between 585 and 595 
nm, which is absorbed by oxyhe-
moglobin and thereby destroys 
superficial vessels.1

PDLs are now being used for 
several different dermatologic 
conditions. They go far beyond the 
treatment of port wine stains and 
hemangiomas and have shown 
success in treating keloids, rosacea, 
and many other skin conditions.

Rosacea
PDLs are an effective treatment for 
rosacea. Patients find improvement 
in erythema and telangiectasia. 
Improvement in itching, burn-
ing, and stinging has also been 
observed in studies. However, 
some patients do report purpura 
after treatment, which can last 7 
to 14 days, and for some this may 
be enough to avoid treatment. 
Researchers found that to prevent 
purpura, using a newer long-pulsed 
PDL (40-50 ms) can be effective.1

The Vbeam Perfecta PDL is the 
gold standard for rosacea treat-
ment, says Michele S. Green, MD, 
a New York board-certified derma-
tologist. The VBeam emits a 595 nm 
wavelength with a long pulse that 
targets blood vessels that contrib-
ute to red pigmentation. “This laser 
also has a dynamic cooling device 
that cools the skin before emitting 
the laser pulse to protect the skin 
and minimize discomfort during 
the treatment,” adds Green.

Daniel P. Friedmann, MD, 
FAAD, a board-certified dermatolo-
gist in Austin, Texas, reports using 
PDL as a treatment for telangiec-
tasias on the face, neck, chest, and 
abdomen. He also uses PDL for 
chronic erythema due to rosacea or 
poikiloderma. 

Keloid and Hypertrophic Scars
Data from a 2022 study showed 
that keloids and hypertrophic 
scars were successfully treated 
with a PDL by causing capillary 
breakdown. The resulting hypoxia 
then changes collagen production 
in the area.2 Researchers also found 
that it was more successful with 
younger keloids and hypertrophic 
scars by using “...nonoverlapping 
laser pulses at fluences of 6 [to] 
7.5 J/cm2 (7-mm spot) or 4.5 [to] 
5.5 J/cm2 (10-mm spot) fluences.” 

2 The study findings indicated that 
2 to 6 sessions are necessary for 
effective treatment.

Acne Scars
Like rosacea, PDLs are the 
gold standard for treating acne 
scar–associated erythema. 
Researchers of a 2017 study, 
whose results were published in 
The Journal of Clinical and Aes-
thetic Dermatology, reported that 
patients had a 68% decrease in 
erythema/scarring after 6 weeks 
compared with those who did not 
receive treatment.3

The other benefit of using PDL 
for acne scarring is that the laser 
induces collagen remodeling. 
The authors said, “Heat energy 
created by the laser diffuses from 
targeted vessels into the sur-
rounding dermis and results in 
increased transforming growth 
factor beta (TGF-β), which ulti-
mately stimulates fibroblasts.” 3 
They noted, however, that it can 
cause purpura and blistering in 
patients with dark skin, which 
may result in postinflammatory 
hyperpigmentation or hypopig-
mentation. 

Warts
Treatment with a PDL has been 
shown to be successful for many 
types of warts. In a literature 
review, 95% of simple warts 
responded to PDL treatment. 
Peripheral warts of the hands and 
feet had variable outcomes, with 
a 48% to 95% response rate. Wart 
recurrence was generally low, with 
0% to 15% at a 4-month follow-
up.4 Cost and availability are the 
drawbacks of using PDL for warts, 
therefore the therapy is generally 
used when traditional treatments 
are unsuccessful.

“Pulsed dye lasers can treat 
warts by targeting and destroying 
the blood and blood vessels that 
‘feed’ the wart. By diminishing the 
blood supply to the wart, the virus 
that caused the wart is destroyed. 
PDL is a great wart removal option 
for stubborn warts that are resistant 
to traditional wart removal thera-
pies like salicylic acid and liquid 
nitrogen,” adds Green.

Rhytids
Facial wrinkles, or rhytids, are 
another condition more recently 
treated by PDLs. Green uses PDLs 
to stimulate the production of 
collagen to improve the appear-
ance of fine lines and wrinkles. 
However, depending on the severity 
of the wrinkles, other treatments 
may produce better results and 
last longer.

Striae
Striae are another difficult-to-treat 
cosmetic condition that can be 
improved with PDL treatment. A 
2019 review describes how PDLs 
effectively reduce erythema in 
striae rubra, with possible improve-
ment in texture and overall appear-
ance. The study authors mention 
that PDLs are not shown to be 
effective treatments for striae alba.5 
Green says, “PDLs like VBeam Per-
fecta are the perfect laser treatment 
to eliminate the redness in stretch 

marks before they fade into a white 
or silver color as the skin heals. 
The intense light energy emitted 
by VBeam selectively targets the 
redness in stretch marks without 
affecting the surrounding skin.”

Postprocedural Ecchymosis
Ecchymosis is an adverse effect 
of many procedures. Using PDL 
treatment is effective in treating 
postprocedural ecchymosis. The 
reported adverse effects are mild 
edema and pain. A mean improve-
ment of 75% was shown in patients 
treated with PDL. The study authors 
report that “PDL works via the 
chromophore of oxyhemoglobin 
which theoretically ensures that 
the absorbed energy is transferred 
to the cell membrane, leading to 
destruction and rapid clearance.”5

Melasma
Melasma is a cosmetic condi-
tion that is difficult to treat. It is 
thought that vascular abnormali-
ties are present in the development 
of melasma, which makes PDL a 
viable treatment option. Results 
of a 2018 randomized, single-
blind study, published in Annals 
of Dermatology, showed that a 
combination of the Q-Switched 
Nd:YAG (QSNY) laser and PDL 
provided the best results in patients 
who had widened capillaries on 
dermoscopy. In patients who did 
not have widened capillaries, there 
was no difference between those 
who received only the QSNY and 
those who received QSNY and 
PDL treatment.6

PDLs are well suited for vascular 
conditions. Study findings continue 
to show promising new uses for 
the laser.
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Dermatology Times®’ Editorial Board o� ers insight on what 
they loved about 2022, and what they hope to see in 2023.
Carrie Nagorka, Senior Editor

hat a year it has been for dermatology! 
Medical approvals from dupilumab for prurigo 
nodularis to deucravacitinib for psoriasis to 
ruxolitinib for vitiligo have created new and 

dramatic treatments for these disorders, and everyone in 
the dermatology space is excited about what the future 
of JAK inhibitors may hold. They are also anticipating new 
devices designed to further progress treatment in the 
medical and aesthetic fi elds. Here is what some of our ed-
itorial advisory board members have to say about medical 
breakthroughs in 2022, the good and the bad in dermatol-
ogy trends, and their personal wish lists for 2023.1

W

Social media is behind many of the 2022 trends in derma-
tology. In� uencers are driving patients—something that 
dermatologists can be leery of, due to the dissemination of 

misinformation. � e emergence of TikTok as a de facto news source has mas-
sively brought this to reality .

More than any speci� c device, [my] wish [for 2023 is] that dermatologists 
as a uni� ed group would be better able to represent the authoritative stake-
holders in the knowledge of treating hair, skin, and nail concerns. So much 
of the messaging now relates more to presenting nuggets of entertainment, 
which almost uniformly does not do justice to the complexity of the specialty. 
It is critical we make sure that accurate messaging is reaching our patients.

Top Trends

I think the top trend for dermatology was 
shortages. No lidocaine. No preserved 
saline. No unpreserved saline. It was a year 
of trying to � nd the supplies necessary 
to be a dermatologist. � e most exciting 
approval was topical ro� umilast with a 
new FDA-approved vehicle excipient. Next 
year we should see the approval of topical 
ro� umilast for other indications, such as 
atopic dermatitis. Ro� umilast is the � rst 
major nonsteroidal cream for multiple 
dermatologic indications, psoriasis, atopic 
dermatitis, seborrheic dermatitis, etc.

Zoe Diana Draelos, MD, 
editor in chief, 
Dermatology Times®

Ranella Hersh, MD, FAAD 

� ere were several top trends in 2022. First, 
with the recent introduction of nonsteroi-
dal topicals for in� ammatory skin diseases 

(ruxolitinib cream for eczema and vitiligo, tapinarof cream 
and ro� umilast cream for psoriasis) and the introduction of 
deucravacitinib orally, the treatment of in� ammatory skin 
diseases has changed dramatically. In addition to those 
innovations, emerging safety data on biologics for psoriasis 
and for atopic dermatitis have increased the use of those 
therapies. On the diagnostic front, more dermatologists 
have been turning to genetic tests, including the GEP31 for 
melanoma to assess prognosis of melanomas more than 0.3 
mm in depth.

My wish list for 2023 includes approvals for more JAK 
inhibitors for vitiligo and for alopecia areata; approval of 
more biologics for the treatment of atopic dermatitis; and 
approval of the long-awaited bimekizumab for psoriasis and 
psoriatic arthritis.

Mark Lebwohl, MD
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Top trends include PRP [platelet-rich plasma] injec-
tions for androgenic alopecia in both men and women 
as well as medical microneedling for a wide range 

of dermatologic conditions, including traumatic/acne/surgical 
scars, striae distensae, enlarged pores, and rhytides. Combina-
tion laser treatments and injections [o� ering] enhanced clinical 
outcomes have become the norm in aesthetic dermatology. � ey 
have largely replaced traditional surgical procedures and provide 
aesthetically natural results.
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Top Trends
� e biggest trend for my patients is going makeup 
free and the desire to up the skin care regimen 
ante, particularly with the use of sunscreen and 

requesting prescription tretinoin. “Slugging” has been trending 
on social media [slathering on something like petroleum jelly at 
night to seal in moisture on the face], but it [is] something that has 
been recommended in my practice for as long as I can remember. 
I am glad it has a name now. Skin of color is front and center and 
has been exploding on the podium and in photos for educational 
materials. � is was long overdue. In 2022, I started targeting 
androgens within the skin with topical clascoterone cream, which 
has been a game changer for my male patients [with acne] who 
didn’t have an oral option such as spironolactone. Finally, I was 
excited to see the role of JAK inhibitors come to fruition and be 
able to o� er my patients novel treatments for their atopic derma-
titis and di� erent options for psoriasis, but the most exciting to 
me was being able to o� er a ruxolitinib cream for vitiligo and bar-
icitinib tablets for alopecia areata. I look forward to following my 
patients on their journey and improvement of their quality of life. 

For 2023, I am watching lebrikizumab—the IL-13 receptor 
inhibitor  —for atopic dermatitis, with the possible once-a-month 
dosing and decreased risk of conjunctivitis. [I also look forward to] 
more collaborative e� orts among dermatologists and advanced 
practice providers (APPs) in regard to writing, research, recogni-
tion, and patient outreach.

Renata Block, MMS, PA-C 

By far, the biggest trend in aesthetic dermatology for 2022 was the meteoric rise of the 
multichain groups. I am of course biased, but it’s very clear that safe and e� ective aesthetic 
treatments will become much more widely available as these companies continue to grow. 
Nurse practitioners and physician assistants o� er more dermatological care today than 

ever in the past, and all evidence points to a future where degree diversity and inclusivity is embraced 
by patients. It’s time that we embrace all types of clinicians in our industry.

In-person attendance at industry meetings continues to fall, and fall dramatically. [Although] these 
organizations guard their paid attendee numbers vehemently, clinicians and pharmaceutical compa-
nies have become acutely aware that traditional, physician-led conferences no longer are a guaranteed 
draw. [In some instances], lack of innovation, lack of true clinical advancements, questionable integrity, 
and low-value content are some of the main reasons anecdotally cited.

We desperately need a treatment for cellulite. � e company that � nally o� ers a solution to that ubiq-
uitous problem will quickly have a billion-dollar valuation, as all previous treatments have fallen far 
short. � e main issue that few people openly speak about is the lack of true innovation in aesthetic der-
matology. Where are the novel injectables? Where are game-changing energy-based devices? My biggest 
wish for 2023 is true technological advancements for our area of subspecialization.

Will Kirby, DO, FAOCD 

Tina Alster, MD, FAAD

� e top trend in dermatology in 2022 was the focus 
on atopic dermatitis, vitiligo, alopecia areata, and 
psoriasis. � e JAKs [Janus kinase inhibitors] and the 

TYK2 [tyrosine kinase 2] were center stage. � e addition of oral 
JAK inhibitors as upadacitinib [Rinvoq] and abrocitinib [Cibinqo] 
has changed the thinking on atopic dermatitis. We now have 
fairly safe oral medications for children aged 12…and older who 
are averse to injections. And results are seen within 2 weeks. � e 
FDA approval of the TYK2 for psoriasis gives another oral option 
without a black box warning .

� e approval of dupilumab [Dupixent] for children aged 6 
months and older [for atopic dermatitis] was a much needed 
and awaited approval. Additionally, the approval of baricitinib 
[Olumiant] for alopecia areata is groundbreaking: we have FDA-
approved drugs that insurance now can cover. It truly is an excit-
ing and satisfying time to be in dermatology as we now have so 
many safe options to treat our chronic diseases in all age groups. 

My wish list for 2023 includes better coverage for our drugs, 
safer drugs for acne, [and] the 1726 laser for acne to be more cost 
e� ective and available for all….  

Helen M. Torok, MD

I’m excited about ellacor [System], 
exosomes, genetic sequencing in skin 
care and combination therapies. My 

wish list for 2023 is getting an ellacor (at the top on 
my list). I’m also looking at an Agnes laser.

Corey L. Hartman, MD, FAAD

[Regarding trends,] I 
would say it was the rise 

of multichain multispecialty groups, 
consumer perception of skin cycling 
vs reality, the looming recession, 
and change in patient spending from 
zoom to boom, as well as combination 
therapy for aesthetics.

Deanne Mraz 
Robinson, MD, FAAD
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Muneeb Shah, DO, 
Discusses What 
it Means to Have 
Healthy Skin
How he uses his social media platform 
to fi ght healthy skin misinformation.
Kaitlyn Bader, Associate Editor

  As a practicing dermatologist, 
what does healthy skin mean 
to you?

When you look at the 
de� nition of healthy skin in 
the dictionary, it’s basically 

“free of disease.” I think healthy 
skin depends on the patient that 
we’re treating and what their main 

concerns are. For somebody that 
has acne, healthy skin to them 
would mean getting rid of their 
acne. For someone with melasma, 
it’s about getting rid of that discol-
oration and the pigmentation that 
they have on their skin. Once you 
get through those phases, where 
you’re solving their initial problem, 
it’s still important to focus on 

healthy skin. And that’s the main-
tenance phase, which is important. 
� at means wearing sunscreen and 
using retinol to prevent � ne lines 
and wrinkles going into the future. 
I think healthy skin is patient de-
pendent and then evolves with time 
as we saw their initial concerns.

Is there any information 
about dermatology or skin 
care in general that you like 

to debunk?

Yes, there’s so much mis-
information on the skin 
in general. One of the big 

things that has been happening 
recently is that we have had a big 
uptick in sunscreen use. I think a 
lot of that is from what dermatolo-
gists are creating on social media 
and other beauty in� uencers that 
have put this big focus on SPF 
[sun protection factor], which is 
amazing. But then anytime there 
is a swing like this, there’s this 
equal and opposite reaction to 
it. You have people saying SPF is 
what’s causing cancer and not to 
use it, and that these are danger-
ous, harmful chemicals. …� ere’s 
a ton of misinformation that [SPF] 

T
he American Academy of Dermatology (AAD) 
Association launched the � rst-ever National 
Healthy Skin Month in 1997. � eir intention was 
to emphasize the importance of good skin care; 
share tips that can lead to healthier skin, hair, 
and nails; and ask individuals to take time to pay 
attention to their skin and adopt healthy habits 
to care for their skin. As AAD says, National 

Healthy Skin Month is “everyone’s awareness month.”1

In an interview with Dermatology Times®, Muneeb Shah, 
DO, board-certi� ed dermatologist and partner at PC 
Dermatology in Mooresville, North Carolina, and known 
on TikTok as @DermDoctor, discussed what healthy skin 
means to him as a practicing dermatologist. He talked 
about how he � ghts misinformation about healthy skin on 
social media, and basic healthy skin routines for acne-
prone, aging, and sensitive skin. 
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is dangerous. But what we do on social media, 
which has been amazing over the last 2 years, is 
that we directly combat misinformation as it’s 
happening from the source. 

Initially, in the past, you’d have this crazy 
thing happening on social media, and then 
the Wall Street Journal or the New York Times 
would put out an article saying, “This isn’t true, 
you shouldn’t do this.” But the people that 
are consuming the misinformation on social 
media are not going to the New York Times to 
vet their information, right? They’re continuing 
to consume information on social media. So we 
combat this misinformation when it’s happen-
ing on social media by debunking those videos 
in real time, which has been awesome. One 
example, [as I mentioned,] is SPF causing can-
cer, which is absurd. Other examples that we 
see are that you shouldn’t use harmful chemi-
cals like parabens, which are one of the safest 
types of preservatives that you can find in 
skin care. There’s this big movement on clean 
beauty, where they are saying, “These…chemi-
cals that dermatologists prescribe or that are 
in your common over-the-counter drugstore 
products are harmful,” and that “These other 
products that are ‘clean’ are better for you.” But 
they just have less safe, less tested products 
in them. They are just trying to sell you their 
product over the other product. There’s a lot of 
misinformation, but a lot of it is because people 
are trying to have this secondary gain of selling 
a product.

 With a large social media presence, how 
do you personally take on the responsi-
bility of fighting misinformation online?

 We built this amazing community 
over the last 2 to 3 years where people 
feel comfortable tagging me on social 

media and reaching out to me to ask for my 
opinion, as the misinformation occurs. If a 
video has gone viral and contains misinforma-
tion, I think a lot of the public, because of the 
education that I have [provided] on YouTube 
and TikTok, knows that it’s misinformation. 
Then they’ll tag me in those videos and ask, 
“What do you think?” I’ll come home from see-
ing patients and I have 100 tags on a video that 
is obviously not correct information. Then I can 
make a video and say, “Hey, this is not true,” 

using the duet feature and the stitch feature on 
TikTok, which allows you to take other people’s 
videos and react to them in real time. 

I think [for] a lot of people that may spread 
misinformation, it’s based on erroneous arti-
cles that they found themselves. I don’t think 
it’s intentional from a lot of these creators that 
spread misinformation, but it’s nice to have 
checks and balances where you can debunk 
misinformation in real time. At the same time, 
it’s nice on our end because we as dermatolo-
gists can also be debunked if we present misin-
formation. So it’s checks and balances from us 
as the professionals, and then also the average 
person who is making content can check us if 
we are not up-to-date with information as it 
comes out. Social media has this beautiful sys-
tem of checks and balances, but I’m part of that 
circle too because people trust the information 
I have put out over the last few years.

  Can you review basic healthy skin rou-
tines for acne-prone, aging, and sensitive 
skin? 

 For acne-prone skin, that really 
depends on what phase in this pro-
cess you are in. If you are looking 

at products that are just available over the 
counter, there are 3 ingredients that…treat 
your acne. First would be adapalene (Differin 
Gel; Galderma), which is a type of retinoid. 
Second would be benzoyl peroxide, which has 
antibacterial properties as an oxidizing agent. 
Third, you would be looking for salicylic acid at 
2%. Those are the ingredients that appear in the 
US Food and Drug Administration monograph 
for the treatment of acne. Those are available 
over the counter and they are great ingredients. 
What I would say is start simple depending on 
your type of acne. Have a cleanser, have a treat-
ment, and then have a moisturizer at night. A 
lot of patients with acne won’t use a moistur-
izer. So cleanse, use adapalene gel, moisturize 
in the morning, and wear sunscreen, and that’s 
a very simple acne routine. Then you can add 
other ingredients such as salicylic acid and 
benzoyl peroxide as your skin gets acclimated 
to that first ingredient. Some patients with 
acne will seek out home remedies for a long 
time before they see a dermatologist. These 
treatments aren’t strong enough for some 

patients and they do need medications that are 
prescription only. Scarring acne is very difficult 
to treat and it’s permanent. If you are develop-
ing scarring with your acne, you want to see 
a dermatologist right away rather than trying 
these remedies at home first. 

I’m a big proponent of the 3-step skin 
care routine; so for aging skin, it should be 
a cleanser at night and retinol, which has 50 
years of data showing that it helps to build 
collagen, hyaluronic acid, and elastic tissue. 
Retinol also helps to even the skin tone texture 
and is one of the best ingredients that we have 
available over the counter for the treatment of 
aging skin. Then follow retinol with moistur-
izer. Again, it’s like getting insurance for your 
skin; you need to wear sunscreen in the morn-
ing because 90% of aging is caused by the sun. 
For aging skin, you are going to be focusing 
on retinol.

For sensitive skin, this is where less is 
more. Patients with sensitive skin or who are 
hyperactive to ingredients tend to have more 
inflammation or develop hyperpigmentation 
after treatment. For these types of patients, you 
want to do less for them and slowly ease into 
things. That means introducing 1 product at 
a time, having your skin get acclimated, and 
then going from there. For sensitive skin, gentle 
cleansers, gentle moisturizers, fragrance-free 
products, and barrier-repairing ingredients 
like ceramides and other lipids will be ben-
eficial. For those patients, it’s more of a 2-step 
skin care routine: gentle cleanser to remove 
your pollutants and makeup for the day, and 
then follow that with a gentle moisturizer 
that’s fragrance free. That would be a simple 
routine at night and then again in the morning. 
Patients with sensitive skin benefit more from 
mineral sunscreens because the chemical 
sunscreens are more likely to cause allergies, 
so zinc oxide or titanium oxide is going to 
be the ingredient that you are looking for in 
those sunscreens.

Reference
1. November is National Healthy Skin Month. American 
Academy of Dermatology Association. Updated November 
1, 2022. Accessed November 8, 2022. https://www.aad.org/
public/public-health/awareness-campaigns/national-
healthy-skin-month

“I think healthy skin depends on the patient that we’re treating and 
what their main concerns are.” 

Scan to follow Shah on TikTok
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Amber Winters
Penn State Health Physician Recruiter
awinters@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 perspective 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.

Position Highlights:
• Appointment will be at theAssistant orAssociate

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/BCDermatology
• Astrong 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 “HappyValley.”

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.



*Results are from a Suzy Inc. online survey, March 2022, N=128.
Reference: 1. Data on � le, Johnson & Johnson Consumer Inc.
Use products only as directed.
© Johnson & Johnson Consumer Inc. 2022  00077512 09/22  Printed in USA

Neutrogena® Hydro Boost Hydrating Gel Cleanser, Fragrance Free provides clinically proven 
gentle cleansing that reduces irritation in the most sensitive skin types1:

 Eczema/atopic dermatitis
 Rosacea
 Acne
 Cosmetic intolerance syndrome

Patients want a foaming cleanser—
now there’s one for the most sensitive skin1*

Scan to learn more about our next-generation 
Polymeric Cleansing Technology.
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5-Point Ordinal Scale, Whole Points Only: 
0 = None, 1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Severe  

N=85, p<0.05 versus baseline.

Sensitive-skin and acne subjects had significant 
mean reductions in sensory irritation over 4 weeks.1
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