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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.

THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR

Explore extension results through 52 weeks

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

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

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

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

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

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

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

BSA=body surface area; IGA=lnvestigator's Global Assessment; JAK=Janus kinase; NRS=numeric rating scale.  
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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 Ac!d Derm!tol. Published 
online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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 bene!ts 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 in"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: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat in"ammatory 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 in"ammatory 
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 bene!ts 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 in"ammatory 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 
in"ammatory 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 bene!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: 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) 
de!ned 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 bene!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 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 in"ammatory 
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 bene!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 signi!cant 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 !ndings 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 in"ammatory 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 in"ammatory 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 Speci!c Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Speci!c 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 re"ect 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 suf!cient 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 !ndings 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 Ac!d Derm!tol. Published 
online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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 bene!ts 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 in"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: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat in"ammatory 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 in"ammatory 
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 bene!ts 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 in"ammatory 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 
in"ammatory 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 bene!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: 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) 
de!ned 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 bene!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 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 in"ammatory 
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 bene!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 signi!cant 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 !ndings 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 in"ammatory 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 in"ammatory 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 Speci!c Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Speci!c Populations].

Manufactured for:
Incyte Corporation
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Wilmington, DE 19803
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Lipid Elevations: Treatment with oral ruxolitinib has been associated with increases 
in lipid parameters including total cholesterol, low-density lipoprotein (LDL) 
cholesterol, and triglycerides.
ADVERSE REACTIONS
Clinical Trials Experience: Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not re"ect 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 suf!cient 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 !ndings 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. 
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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 Ac!d Derm!tol. Published 
online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on file. 
Incyte Corporation. 2021.

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

OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

INDICATIONS AND USAGE: OPZELURA is indicated for the topical short-term  
and non-continuous chronic treatment of mild to moderate atopic dermatitis in 
non-immunocompromised 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 bene!ts 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 in"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: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat in"ammatory 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 in"ammatory 
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 bene!ts 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 in"ammatory 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 
in"ammatory 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 bene!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: 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) 
de!ned 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 bene!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 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 in"ammatory 
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 bene!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 signi!cant 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 !ndings 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 in"ammatory 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 in"ammatory 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 Speci!c Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Speci!c Populations].
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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-00020

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 re"ect 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 suf!cient 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 !ndings 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 bene!ts 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 in"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: Viral reactivation, including cases of herpes virus reactivation  
(e.g., herpes zoster), were reported in clinical trials with Janus kinase inhibitors used 
to treat in"ammatory 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 in"ammatory 
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 bene!ts 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 in"ammatory 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 
in"ammatory 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 bene!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: 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) 
de!ned 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 bene!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 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 in"ammatory 
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 bene!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 signi!cant 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 !ndings 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 in"ammatory 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 in"ammatory 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 Speci!c Populations].
Lactation: Advise a patient not to breastfeed during treatment with OPZELURA  
and for about four weeks after the last dose [see Use in Speci!c 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 re"ect 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 suf!cient 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 !ndings 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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RAJ CHOVATIYA, MD, PHD: The ! rst part of our discussion today will 
be talking about JAK inhibitors in the management of AD [atopic 
dermatitis]. This is an exciting topic because of how much has been 
happening in this space over the [past] year or two. Could we start 
with some of us sharing our thoughts about this rapid expansion 
[of] the therapeutic landscape? Neal, can you start us off?

NEAL D. BHATIA, MD, PHD: The landscape starts with what’s been 
done in research. Obviously, those of us who are here have talked 
about what we’ve seen in trials, the erasure of eczema in people, 
the improvement of itch within days. The understanding of this 
class of drug ! ts as opposed to steroids, shots, and everything else. 
I think even more so now we have a new game to play. We have to 
talk to patients about all you’ve heard about on the internet, all you 
think you know. Black box warnings are just guidance; they’re not 
mandates. We have to understand the differences [among] black box 
warnings: from what happened to patients with rheumatoid arthritis 
decades ago, to what are the incidences of adverse events [AEs] in 
the trials in patients who are 12 years and older or 18 years and 
older or what have you. So now we’re in discussions with patients 
[about] getting them on drugs and getting them better.

There is a little bit of challenge with the landscape, but at the same 
time, the competitors of these new drugs are—you know, the old way 
of using steroids. It’s about getting off the bad things and getting into 
something that’s going to be part of the sprint and the marathon.

CHOVATIYA: I like the way you’re describing [how we] think about 
a nontargeted approach vs a targeted approach and how we can 
integrate that in what we’re doing. Allie, can you tell us what all this 
hubbub over the [past] year or two has really done for your patients?

ALEXANDRA K. GOLANT, MD: If you think of how we treat AD today 
vs how we treated it 6 years ago, a year, a year-and-a-half ago, the 
landscape has changed—signi! cantly. In this disease we went from 
no options, to some options, and now many options, almost to 
the point where we can start asking ourselves, kind of, what drug 
for what patient. The more options we have to offer our patients 
in any disease state…helps elevate the bar of where we can get 
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them in terms of treatment goals. For so 
many decades, we were behind, relative 
to how we treated other in! ammatory 
skin disease. To be able to get them bet-
ter and get them to the shared treatment 
goal has been really rewarding.

CHOVATIYA: Brett, what has every-
thing that’s happened over the past few 
years meant for your patients with AD? 

BRETT KING, MD, PHD: For me, the 
introduction of the JAK inhibitors—in 
particular, the oral JAK inhibitors—has 
meant that we have to ask ourselves 
now more than ever before, what does 
good control of disease mean? In a 
world where we had 1 therapy…any 
“better” was good enough. But now, in 
a world where we have more than that 1 
treatment, we have to ask, what is good 
enough? Can we or should we be striv-
ing for clear or almost clear? Should we 
be striving for an itch of 0, 1, 2 [on a 
scale of 0 to 10]? In [the] world where 
all we had was dupilumab, if your itch 
went from 10 to 7, that “better” was 
good enough. Now, a 7 means that we 
should be introducing a JAK inhibitor 
and trying to do better. So I think…the 
JAK inhibitors and every advancement 
after this …[will] continue to continue 
to elevate the care of patients with AD.

CHOVATIYA: [I’d like to] summarize 
what the group is talking about. From 
Neal’s perspective, [it’s]… stopping the 
old way of doing things. From Allie’s 
perspective, [it’s]… breaking that cycle 
that people are stuck in. And then really 
from your approach, Brett, thinking 
about how much better we can do for 
our patients. That being said, maybe we 
can just talk about our general approach 
to AD care " rst, and then  approach 
thinking about the use of topical and 
oral JAK inhibitors in our patients. Allie, 
maybe you can take us through gener-
ally. What’s your approach to AD care? 

GOLANT: I think when we think of 
in! ammatory skin disease  in general, 
patients are …[dropped into buckets] 
as a topical patient or a systemic 
patient. That question is answered 

by how we de" ne moderate to severe 
disease in AD, and that has changed. 
In the past, we reserved our systemic 
agents for our most recalcitrant, most 
severe disease. And now we are able 
to offer them to patients who [have] 
uncontrolled [disease] with topicals, 
either by itch or skin. So, my general 
algorithm for a [patient with AD] …. 
depends on the presentation, but for 
the average patient, I want to ensure 
that they’ve tried [a regimen that has 
failed] with appropriate use, usually 
a topical regimen of a steroidal plus a 
nonsteroidal. [Appropriate] means not 
overusing a steroid, [and] things are 
being applied in the appropriate way. 
And then, after that is done, or if they’ve 
come to me already having done that, 
I usually begin a discussion about sys-
temic options, our biologic options, or 
our oral JAK inhibitors.[It’s] important 
to let patients know that [they have] 
other options. We’ve seen so much 
innovation that some patients don’t 
need to progress to systemic treatment.

CHOVATIYA: We’re so used to add-
ing one therapy [to] another therapy 
[to] another therapy, making life so 
complicated for our patients. …[To] 
get targeted treatment on board and 
simplify the regimen is something 
that … excites me … . When making 
that treatment selection, it’s a balance 
of what you’re looking for, what the 
patient is looking for, [and] what the 
caregiver is looking for. 

KING: In my mind, shared deci-
sion-making has become a popular 
idea…, and I think for good reason. 
I think that we’re becoming more 
mindful in medicine in general, but…
in dermatology in particular, about 
considering patients less as … objects of 
our care and more as [people who have] 
come to see us for care. So we are going 
to share with them the myriad options 
that stand before them, and help them 
make good decisions for themselves or 
for their loved ones. 

CHOVATIYA: When you think about 

the fact that we focus so much on 
ef" cacy and safety, and really it’s like 
that third part of the argument about 
feasibility. What will someone [adhere] 
to? Because at the end of the day, you 
may have a perfect plan, but if that per-
fect plan is something someone won’t 
follow, then… it’s a useless plan… . 
And as Alexandra was telling us before, 
some [patients] just really want to use 
topicals and some [patients] want to 
use systemic, [so] sometimes you’re 
limited in terms of what the patient will 
do. I’d much rather have [a patient] use 
something that they feel comfortable 
with, then work on a transition to 
another category if we really need to. 

That…does naturally lead into [this] 
question: When we’re thinking about 
transferring between categories of 
treatments that we use for mild and 
moderate and severe, often it’s for [pa-
tients who] may not have good control. 
They have active symptoms, continued 
itch, continued dermatitis in parts of 
the body. Neal, maybe you can walk 
us through how and when you think 
about altering or escalating a therapy?

BHATIA: We get into the discussion 
of process vs what’s in front of us. The 
analogy [I use in talking] to the patients 
is turning off the faucet vs mopping up 
the mess. You think about what [can] 
we do not just to stop what we have in 
front of us, but what are we doing to 
keep things going? What are we doing 
to…make things go away quickly, but 
also make them stay comfortable? So, 
I think a lot of that comes [down] to 
what we used to use with steroids—
with prednisone, for example. All the 
things that we had in our toolbox have 
now expanded. Obviously, shots and 
pills have changed the game, but we 
have to still remember that patients 
need something top down. They like 
to use their hands and put something 
on in the areas that are troublesome. 
Part of the problem, too, is maybe we 
underestimate ef" cacy because we’re so 
concerned about safety—like we just 
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[mentioned] about black box warnings 
and everything else. [However], black 
box warnings are just a guidance….
Nobody’s going to come in through 
the window with the [police] and say, 
“No, don’t write these drugs.” Black 
box warnings…. [note that] these [AEs] 
could happen, but patients [read] on the 
internet that these things [will] happen. 
So, we have to spend more time playing 
defense and saying let’s work our way 
through getting you better, because the 
way these drugs work to stop the pro-
cess will be much more effective than 
what we’ve done [previously]. So, to 
think about escalating should almost 
be the inverse in saying, you know 
what, let’s start good and strong and 
let’s work our way down.

CHOVATIYA: I think what I’m hearing 
is the idea of …balance and not under-
treating. It’s this idea that our patients 
are [often] undertreated, whether [it’s 
from]… not wanting to move from a 
current therapeutic option[or] concern 
about … a perceived ef! cacy or safe-
ty.…I think the big take-home [point] 
is not being afraid to escalate therapy 
when required because this is a chron-
ically burdensome disease that needs 
… chronic treatment for many people.

[In terms] of trials, a lot of this is 
clinician-reported outcomes of an 
Investigator’s Global Assessment, 
which is a measure of general lesion 
severity; an [Eczema Area Severity 
Index] EASI score is [also] a popular 
one. Some [physicians] like using actual 
surface area, and this is all part of the 
discussion, but really, you have to add 
in those other things when it comes to 
symptomatic burden: itch, skin pains, 
sleep disturbances, …quality-of-life is-
sues that allow you to get a good gestalt 
about what severity is. I think about 
all of those factors when I’m making 
a determination. Is this somebody 
[who] would be reasonable for topical 
therapy? Is this somebody [who] has 
a reasonable amount of surface area 
where that could just do it? Do we need 

to move up to…an oral or biologic or 
other type of systemic therapy to … 
manage things…from the top down? 

And it’s funny how there’s … this 
obsession with body surface area [BSA]. 
Honestly, on behalf of the payers more 
than anything else, we’ve been ingrained 
to think about this. There’s this magi-
cal number of 10 across every disease, 
interestingly, that equals whether some-
thing is moderate or severe. And that’s 
the threshold for systemic therapy. And 
so anyone who [reads] this, please, that 
is not the cutoff for really anything 
other than maybe some decisions about 
practicality for use; rather, [you should] 
make a global assessment when you’re 
trying to make that decision. Neal, any 
thoughts on that?

BHATIA: …I was just laughing because 
we all do the research on these drugs. 
We’ve all had the entry criteria. We all 
see who’s coming, and yet now this is 
all being held against us. I mean, you 
get these high school dropouts who are 
running insurance panels who tell us, 
oh yeah, you know, they should have 
this much X a month. They should have 
this much surface there. It’s like, where 
did you get these numbers from?...You 
don’t know what you’re talking about. 

But at the same time, we all really 
are investigators/clinicians, and no 
matter what practice model we have, 
[we] should still be able to say, you 
know what, I walk in the room and [I 
see that] you’re severe, [or I see that] 
you’re moderate, [or I see that] now, 
today, after, 6 weeks of treatment, 
you’re mild. That’s an assessment that 
should be in the chart. An EASI score is 
not that dif! cult to put in the medical 
record. But at the same time, these are 
objective measures that we like to use 
to stratify patients. [We] say, OK, we 
know how bad you are, and yet here’s 
the objective translation to it. But now 
it’s being held against us to write the 
drugs that we know [will] work, so it’s 
de! nitely a double-edged sword.

CHOVATIYA: Thinking about those 

transitions to therapy, can we visit the 
JAK inhibitors a little more in detail 
to understand the circumstances in 
which these might be good choices 
for patients when they’re not having 
well-controlled disease? [I’ll be] brief 
since I don’t want to put everyone 
to sleep. The reason we’re so excited 
about JAK inhibitors is the very mech-
anism by which …. they work. So, very 
broadly, we think about Janus kinases 
and their associated STAT protein 
signal transducers and activators of 
transcription. Essentially, this is the im-
portant downstream conserved signal 
transduction pathway across a number 
of different cytokines in the immune 
system. In the case of AD, we know that 
cytokines are … like the currency of 
the immune system. [We need to know] 
whether you have things like IL[inter-
leukin]-4 and IL-13, which are really 
important for a lot of overarching roles 
in type 2 in" ammation; IL-31, which 
tends to modulate itch directly on neu-
rons; IL-5, which is important for other 
accessory roles in IG and eosinophils; 
IL-22, thickening of skin; alarmins like 
TSLP [thymic stromal lymphopoietin] 
and IL-33…you name it. They all kind 
of go through this pathway.

These Janus kinase proteins—by vir-
tue of their name, the Roman god of du-
ality—occur in pairs on the intracellular 
portion of these receptors. When you 
have a cytokine on the outside of the cell, 
binding to a receptor causes a con! rma-
tional activation and phosphorylation 
of JAK proteins, which causes activation 
of STAT proteins and a whole …relay 
race that begins all the way down to the 
nucleus where you have transcription 
and then subsequent translation of a 
lot of the different proin" ammatory 
programs we think about when it 
comes to AD. So with that … preamble 
in mind, you could understand why 
JAK inhibitors are so exciting, because 
with the biologic therapy, maybe you 
can send a signal [to] shut off 2 speci! c 
cytokines, but with JAK inhibitors, you 
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can actually hit a protein that’s involved 
in many different aspects of the patho-
physiology of your disease. [You can] 
actually work across various symptoms 
and signs in a particularly rapid and 
ef! cient manner we think about in the 
case of a small molecule as opposed to 
a biologic therapy. So with that being 
said, can I ask you what really makes 
JAK inhibitors different than what else 
is out there for AD?

KING: …[B]uilding on what you said, 
these molecules modulate myriad cyto-
kines that are important in disease...I 
think it’s important to note that they 
modulate these multiple cytokines, but 
they don’t block them. And this gets 
[back to what we were] saying earlier 
about patients’ fear and our misunder-
standing of this class of medicines. JAK 
inhibitors don’t block 25 cytokines. 
If they blocked 25 cytokines, indeed 
they would be dangerous molecules. 
But they modulate the behavior or 
the activity of multiple cytokines as 
opposed to blocking the activity of 
certain cytokines with the monoclonal 
or a potent monoclonal antibody.

…[T]he fact that these small 
molecules do this means that we can 
formulate them as topicals and we 
can ingest them orally, which are 2 
of the treatment modalities that we 
….prize—topical in particular. We are 
skin doctors, and so being able to apply 
a therapy, a highly effective therapy, 
topically is amazing for us. But, again, 
they also offer an opportunity and …, I 
would say, our ! rst opportunity in AD 
to effectively treat this disease with an 
oral therapy. So …[their] mechanism of 
action is really hugely important and 
has … expanded [dramatically] our 
toolbox in AD….

CHOVATIYA: That’s a good way to 
think about it, particularly in the case 
of the oral agents, where largely before 
we were all using relatively broadly 
acting immunosuppressive drugs that 
worked at very high points in the 
immune system. And that was one of 

the reasons why we had a lot of baggage 
with them, whether it was cyclosporine, 
methotrexate, azathioprine, you name 
it—things we’ve all used and still use 
but nothing we want to use when we 
have better options available.

BHATIA: It’s funny because…every-
body hit it on the head in saying, “This 
is talking about modulation,” because 
the 2 things that are not happening are 
depletion of cytokine population and 
anything that poisons the cells. And yet 
to get that into patients’ heads, about 
suppressing the immune system, is a 
big challenge. Or even [into the head 
of] average-Joe dermatologist, who is 
just thinking, “I don’t want to deal with 
these dangerous drugs.” [You want to 
say], “How is this dangerous when all 
this is doing is turning off signals?”

KING: Part of it, I think, is that we 
haven’t done a good job of messaging 
among ourselves. I don’t think that it 
is necessarily that people have failed to 
understand. Maybe we haven’t done a 
good job in educating ourselves about 
this class of medicines and how this 
class of medicines works compared 
with the other things that we have done 
historically.

BHATIA: [Again, it’s,] “Who’s afraid 
of the big black box?” That they are 
why are we not writing these drugs 
should probably be more the narrative 
of why you should write these drugs.

CHOVATIYA: Thinking about just the 
aspect of how we [should] communi-
cate better, Al, you’re going to ! x that 
for us here. Can you talk a bit about 
the safety pro! le of JAK inhibitors in 
patients, particularly those with AD? 
How do you conceptualize all of this? 
How can you communicate this pretty 
ef! ciently to make sure that there’s a 
good understanding of how this goes 
alongside all the great stuff that we’ve 
heard about around the table?

GOLANT: Sure. Knowing that these 
medications have a boxed warning, 
and knowing that any patient you’ve 
prescribed this to is going to see this at 

the pharmacy or read about it online, 
it’s really important to preempt. [Al-
though] it does take a little bit of time in 
the exam room, let them know that this 
medication has a boxed warning. As we 
know, a lot of the language in the boxed 
warning came from the oral surveillance 
trial, which was not [done in] an AD 
population and was not the type of JAK 
or the speci! c JAKs we use currently 
to treat AD. So I like to contextualize 
that: I let patients know that some of the 
major risks in the label were related to 
a different disease state, and a different 
patient population, with a different type 
of medication in the same class. I think 
it’s important to quantify the risks for 
speci! c patients, so for an AD patient, I 
go through what the risks are, but I say, 
“In the trials, there are the same risks 
that exist in the general population in 
patients not taking any medication” 
and “The risks in AD population were 
elevated very minimally, if at all, for 
some of these in AD patients.” So it’s 
important to acknowledge the risks, but 
also important to give context on the 
magnitude of the risks, which are very 
low. I always like to end by saying, “This 
is a medication I would give to a family 
member. I think this is a medication 
that is safe for you.” That conversation 
works best, of course, after you’ve taken 
their history and made sure there are no 
major risk factors; then, you can further 
personalize that dialogue.

CHOVATIYA: I like that. Patients ask all 
the time, “OK, doc, what are the high-
est risks I should be thinking about?” 
I tell them, “Not getting treated for 
your chronic disease is the highest risk 
I worry about. Everything else is [far, 
far] secondary to that.” And I feel that 
that does serve to put this in context 
for people who are on the fence for any 
particular reason, and, like you men-
tioned, there wasn’t really necessarily 
class-wide box labeling until we had the 
results read out from the 10-year oral 
surveillance study. That took a look at 
tofacitinib in rheumatoid arthritis pa-
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tients based on some of the trial ! ndings 
that had been seen a decade ago, and 
that’s where a lot of this wording [came] 
in across topical and oral medications. 
You’ll notice a lot of consistent wording 
about certain risks, major cardiovas-
cular AEs, venothrombolic events, 
malignancy, infections. That’s what 
scares people. Death, even, and you 
can’t get scarier than that—but you’ve 
got to actually take a closer look and 
read [exactly] what it says, then think 
about why exactly did this happen, 
and then what does this look like for 
AD patients? One of the tough things 
that we all have to face is that, whether 
you’re using a topical JAK inhibitor 
or an oral, it’s largely a lot of the same 
wording on there, even though those 
risks don’t necessarily re" ect what was 
actually seen in the AD trials and even in 
the long-term extensions of those trials. 
Some thoughts, Neal?

BHATIA: I was just thinking that we’re 
so quick to throw tofacitinib under the 
bus, and yet it was the pioneer. It was 
the ! rst of its kind. We didn’t even get 
to use it a lot in dermatology without 
taking some risks, and yet now—how 
many, 5 to 10 years later?— we’re 
thinking, “Oh, now we have safety 
in 12-year-olds. We have safety in 
18-year-olds.” That’s ! ne, because, 
again, treating 50-year-olds with co-
morbidities who were smokers, who 
had multiple pharmacy issues, who 
were in the hospital, they are going to 
generate black box warnings…[and] 
AEs. And that’s unfortunate, but that 
doesn’t have to apply to the young kids 
who need treatment. That doesn’t need 
to be an obstacle for what we need to do 
today for healthy patients who actually 
need something that will put their foot 
on the gas. So again, it comes back to 
the idea of playing defense from what 
was. Again, we talk about tofacitinib 
like it was a bad molecule. It was a great 
molecule, but it was, again, the pioneer 
of what we have got to build on. 

CHOVATIYA: When you really take 

some time to go through that treat-
ment, the AE tables and the prescribing 
information, and just get familiarized 
with each of these drugs—which I en-
courage all my residents and everyone 
to do—you see the stuff on there. Naso-
pharyngitis is at the top of every table, 
then things like headache. In certain 
cases, [such as] abrocitinib, nausea is 
up there. With upadacitinib, acne is up 
there. In the case of topical ruxolitinib, 
actually, sort of a lot of stuff related 
… to its topical treatment more than 
anything else. Not much.

BHATIA: And that’s the funny thing, 
because the 5 black box warnings are 
like, “OK, here we are. Let’s watch 
serious infections, MACE [major 
adverse cardiovascular events], ma-
lignancy, everything else, and then 
look at the incidence in the trials.” So 
I tell everybody, “There’s a difference 
between what everybody sees on the 
internet and what actually happened 
in research.” You have to have those 
talking points ready.

CHOVATIYA: I like that point that you 
make. … [P]robably everyone has been 
successful in terms of talking to their 
patients …, once you familiarize your-
self, understand your talking points 
and your dialogue of how you’re … 
going to work this. It’s not [a situation 
in which you can] just go in half-blind 
and … try to explain, because there’s a 
lot of user dependence understanding 
in that discussion. We probably haven’t 
done an amazing job communicating 
a lot of this, among even ourselves as 
physicians; therefore, there’s so much 
heterogeneity of that message, even in 
that we’re not delivering it in the right 
way. … When would you recommend 
using a JAK inhibitor and what kind of 
patients with AD would be best suited 
for them? And … does disease severity 
take a role here? Do you think about 
certain special populations? Take me 
through your thoughts.

KING: Because we have a topical 
JAK inhibitor in addition to oral JAK 

inhibitors to think about, that question 
is fairly broad. [In] my approach, I … 
don’t think about disease severity in AD 
as one of mild, moderate, and severe. 
I think of disease severity as being 
whether somebody has disease that can 
be addressed topically, or does it need 
to be addressed systemically? And so, is 
it limited BSA? And even limited BSA is 
not always amenable to topical therapy 
if the patient has multifocal disease, [es-
pecially] multifocal always-changing 
disease. That’s a patient who you’re 
going to have a hard time chasing af-
ter with topical therapy, and so that’s 
a patient who then would graduate to 
systemic therapy considerations. And 
so a topical JAK inhibitor will be for 
the patient [who is] always in need of 
therapy. And I don’t feel comfortable 
giving clobetasol, 60-g tube with 6 
re! lls, to anybody.

CHOVATIYA: Yet we do that all too 
often, don’t we?

KING: Yes. And for me, a topical JAK 
inhibitor is ideal for that patient be-
cause I don’t have concern—going back 
to the [previous] conversation— about 
the black box warning. …I’m quite 
dismissive of the black box warning 
associated [with] topical ruxolitinib.. 
And…when I think about systemic 
JAK inhibitors or oral JAK inhibitors, 
it really is for the patient who …. [has 
failed] dupilumab. Here, [though], I 
want to be clear: Failure of dupilumab 
doesn’t mean that dupilumab did not 
work. It means that the [patient] did 
not get clear or almost clear. Again, it 
goes back to the earlier conversation. 
I [believe] we should be thinking more 
deeply about AD, and that we should all 
be striving for clear or almost clear. And 
so when dupilumab does not get a pa-
tient there, and when dupilumab does 
not get a patient to an itch score of 0, 
1, or 2, we should be thinking about an 
oral JAK inhibitor. For the rare patient 
who—due to work schedule and travel 
or for whatever reason—doesn’t want 
to take or can’t take a needle, an oral 
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JAK inhibitor is appropriate. And then 
there’s the other group of patients, who 
are common in my practice—I don’t 
know… [whether] they’re common in 
general—who have multiple autoim-
mune or in! ammatory comorbidities. 
I think that oral JAK inhibitors are an 
amazing option for these patients be-
cause oral JAK inhibitors are showing 
ef" cacy literally from rheumatology 
to gastroenterology to dermatology. 
[They’re p]robably going to have a 
role in pulmonology. And for that pa-
tient,…we should reach for an oral JAK 
inhibitor… before dupilumab.

CHOVATIYA: There’s lots to unpack 
in what you said. I would highlight 
a couple of points. In the case of the 
orals, remember the indication, as 
written—even though this wasn’t how 
they were studied in the trials—was 
for individuals who didn’t have an ad-
equate response to systemic therapies. 
So this includes biologics, and includes 
oral immunosuppressives, people on 
chronic prednisone, sure. So those 
are all people, theoretically, based on 
the actual indication statement, who 
would all be appropriate for an oral 
JAK inhibitor. I feel like in my practice, 
yes, [there are patients who]… have had 
biologic therapy with … dupilumab or 
tralokinumab who eventually went to a 
JAK inhibitor. … I really love this idea of 
rede" ning of what failure of any medi-
cation means, really, as opposed to just 
not [being] at the point that you want 
to be at in terms of response. I’ve had 
patients [who] we’ve transitioned from 
just standard oral therapies. I’ve had 
ones [who] have come in with chronic 
steroid use, every few years someone 
giving them the shot, someone giving 
them the oral, and they really didn’t 
want to do injections. They travel. Re-
frigeration is an issue and so the oral 
option for JAK inhibitors has been a 
good choice for them as well. In the case 
of some of those special populations, 
this gets into the really nitty-gritty as far 
as the labels go. At least in the United 

States, you’ve had axitinib approved 
for 12 [years] and older, abrocitinib 
approved for 18 [years] and older. In 
terms of guidance on individuals who 
are older, just because this is usually 
a small segment of any study group, 
they usually contain not warnings, but 
guidance, on the label, [saying] that we 
don’t have enough data to really make a 
conclusion. Often in older individuals, 
general comorbidities and thus general 
AEs tend to be higher. That’s not neces-
sarily related to the drug itself, but that’s 
often…commented on the label. As far 
as pregnancy goes, we don’t always 
know because we don’t study things in 
pregnant patients. So the kind of guid-
ance that’s usually given inside of these 
labels…cite murine studies to say what 
happened in mouse models; therefore, 
[that gives] guidance of whether or not 
this is something you want to use. In 
the case of the topicals, very similar 
wording is contained in these labels as 
well. Topical ruxolitinib, on the market 
right now, [is] approved for 12 [years] 
and older. In general…, the same kind 
of guidance across some of those spe-
cial populations, and usually on label, 
because this is very narrowly the way 
that it was studied. Sometimes it’s a 
head scratcher what the FDA decides 
to do as far as indication statements 
go. Three percent to 20%, a reasonable 
area of topical treatment. I’m not al-
ways necessarily thinking about that, 
but I’m thinking about what’s practical 
for topical treatment, as mentioned. 
And then as far as the noncontinuous 
chronic use, this has everything to do 
with how, again, the drug was studied 
in the long run, where people used it as 
needed to control their disease.

BHATIA: This whole thing with the 
topicals having a warning is madness. 
You look at the data. You look at the 
absorption. You look at all of it. None 
of it gets to end organs. None of it 
causes any of the ruckus that we used 
to think about. But even more so, we 
used to give out prednisone like it was 

Halloween candy and we didn’t think 
twice about it.

CHOVATIYA: Used to?
BHATIA: And still do. And we talk 

about patients coming in just with 
steroids, bucketloads. It’s like, how is it 
possible that we’re worried about these 
other drugs which actually do something 
to the process of the disease vs all of this 
other stuff that’s been in the jargon and 
yet has all this consequence which we 
don’t think twice about. That’s what 
I don’t understand about our practice 
habits, which I think is crazy.

CHOVATIYA: Some thoughts, Allie?
GOLAND: When I think about the top-

icals, it feels almost commonplace....
We’ve always had to acknowledge a 
boxed warning on our nonsteroidal 
agents, which were the topical calci-
neurin inhibitors before the topical JAK 
[inhibitors]. I " nd that [it] feels less new 
to patients, and it’s easier to contextu-
alize, when you say, “This came from 
studies when this was ingested orally. 
It has nothing to do with topical use.” 
I am quite dismissive of it, just as I was 
with the topical calcineurin inhibitors. 
The oral agents, I think, require a little 
bit more of a nuanced dialogue to ex-
plain some of these things, but when 
done right, I think the conversation can 
be delivered effectively. And when the 
patient feels well informed, I have not 
found it to be a major roadblock.

CHOVATIYA: It’s good to hear the 
group’s thoughts, because when you 
actually dive deeper into the topical 
ruxolitinib data, about 6% of it was 
bioavailable in terms of the studies. 
Then the maximum-use studies [were 
looking]…at individuals who use crazy 
amounts for their 25% to 99% BSA. 
Then, you just take a look at somebody 
who’s been using that for a month vs…
oral ruxolitinib. You don’t " nd any 
accumulation systemically and you 
also " nd that the levels that you can 
detect [are small]. The one thing I will 
say, boys and girls at home, is that with 
topicals, some [of the drug] is always 
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absorbed, no matter the medication. 
If you think your topical steroids are 
not getting absorbed over time, you’re 
kidding yourself. That’s just generally 
how topicals work but—

BHATIA: I think what Alexandra said 
is when it’s done right. Getting into the 
blood should not make the headlines. 
This should not be a deterrent, doing 
what’s right for people. But we’re going 
to check blood at 4 weeks, [and] at 12 
weeks, and then it’s off to the races… 
[I]t doesn’t have to be something that 
says, “Oh, this is so scary. We’re not 
going to do this.” And my laughing 
point to dermatologists is, “Well, if 
you’re not comfortable, somebody else 
will get comfortable and they’ll take 
your patients away,” and our scope of 
practice will continue to diminish. We’ll 
just end up being the pimple poppers 
and not actually treating patients with 
real disease. So we have to understand, 
this is not an obstacle of doing what’s 
right for people.

CHOVATIYA: And for those of you out 
there, acne is a real disease, but your 
point is well taken. 

CHOVATIYA: To finish that last 
thought, even just taking a look at set-
ting a baseline for what JAK to mean, 
an inhibition of bone marrow genesis 
would be, ruxolitinib after topical 
treatment for a month didn’t even get 
there in the maximum use study. So I 
think that’s the reason why we all feel 
pretty comfortable for its use in our 
populations. And …you’re hearing a 
lot of experience from clinicians here. 
Maybe we can start with you, Neal. 
What’s been your experience with 
the couple of oral JAK inhibitors we 
have in the United States, [and] the one 
topical, with your patients?

BHATIA: Well, ! rst we got to see it 
come to fruition in research, which is 
great. Ruxolitinib was an oncology 
drug, which we’re fortunate to have in 
a topical form. And it does so much 
for AD but also vitiligo and everything 
else in between that’s coming. Where 

[we ! t] axitinib and abrocitinib into 
practice should be where prednisone 
was. We shouldn’t have to even think 
about writing prednisone anymore, 
because the itch data for these patients 
getting better within days, what it does 
to the sprint of the process, what it does 
to, again, the next couple of months 
for patients. Even if with once a day 
pill for a lot of [patients] it may be a 
little bit of labor but to see how much 
better these patients get quickly is really 
a joy….We can take pride in [this] and 
say, “Look, this will be what gets you 
out of your own jail. This will stop you 
from staying up all night scratching, 
and get you out of the way of your own 
hands.” What we’ve seen now with the 
JAK inhibitors as a family gives us real 
potential for, again, not just treating the 
sprint but treating the marathon….We 
may deal with the paradigm one day 
where we say, “OK, put out the ! re with 
JAK inhibitors and then switch them to 
shots,” and that will be OK. No one will 
say this is heresy. Let’s do this for 6 to 
8 weeks while we’re transitioning over 
to shots for the next couple of years. 

CHOVATIYA: You raise a lot of 
[points]. We don’t really know what we 
know until time comes into play, but 
there’s a lot of nodding around the table 
[right now]… I think that we all sort of 
agree that this has, in many ways, made 
dermatology fun for us…because you 
get to see amazing outcomes for indi-
viduals who otherwise would not have 
necessarily had what you were looking 
for after therapeutic intervention.

BHATIA: It’s the difference between 
providers and doctors, right?

CHOVATIYA: Yes, very much…We 
could all step our game up by just ex-
periencing this in clinical practice…I 
encourage anyone…[to] try it out in 
your patients,...and you’ll ! nd very 
quickly that the data that we’ve seen 
in trials mirror very well what you see 
in real practice. This could be a real 
game-changer for your patients. 

[A couple of further] questions: How 

do you determine optimal dosing? Do 
you start with a package insert? Or do 
you do whatever the heck you please?

KING: I’m a big fan of getting [a pa-
tient’s] disease under control as quickly 
as possible. I like the idea of following 
the package insert and starting with 
the lowest dose, and if an adequate re-
sponse is not achieved, then escalating 
the dose. For me, watching patients not 
do well—watching them scratch, have 
a hard time going to sleep, or waking 
up from sleep at night—just doesn’t 
make sense. And so I prefer to move 
to the highest dose and rate, We’ve 
seen across the data sets that [within] 
4 weeks, the majority of patients who 
are going to succeed will succeed, so 
you’ll learn quickly if you have some-
body who will do well. I would much 
rather spend my time, or the patient’s 
time, ! guring out what dose they need 
to continue to succeed, as opposed to 
watching them fail while I identify the 
people who need a higher dose.

CHOVATIYA: I think that’s a really 
good way to think about it. For those 
who may not be super-familiar with 
the way the indication statement is 
written, particularly for the oral JAK 
inhibitors, this is not how they were 
studied. This [can be] another one of 
those sort of head-scratchers, some-
times, the way this comes out. In the 
case of upadacitinib, the recommended 
starting dose is 15 mg once daily, and if 
an adequate response is not achieved, at 
the clinician’s discretion, moving up to 
30 mg. In the case of abrocitinib, [the] 
starting [dose is] 100 mg, and if an 
adequate response is not achieved at 3 
months, then moving up to 200 mg. I’ve 
actually been very pleasantly surprised 
in my practice that with the lower dose 
of the drug, it’s actually done a lot of 
the heavy lifting for my patients. It’s 
one of those circumstances where we 
all [assume] a lower [dose] must be bad, 
higher must be good. But it’s another 
one of those things that just comes with 
the experience of trying it and using it, 
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like we talked about. 
[Y]ou’ll understand and get com-

fortable in your population. But by 
and large, the number of folks who 
have really needed to maintain on the 
higher-level dosing for their AD contin-
uously [is low],…and most of my folks 
do just ! ne on the lower end of both of 
those oral medications…Can I ask Allie 
to stick her stamp on this, that when 
it comes to making an individualized 
plan, we know that it’s not a zero-sum 
game, that there are a lot of options, and 
there will be even more options over the 
course of the next decade for patients 
with AD? It’s about trying to [link] the 
patient with the right medication. Can 
you can take me through your thoughts 
on the importance of trying to individu-
alize your care now that we have all of 
these options, both topical JAK and oral 
JAK, but just in general, other options

GOLANT: As we do for any disease 
state, it’s important to understand who 
your patient is. And by that, I [include]: 
What are their comorbidities? Are they 
on any other signi! cant medications 
that might pose an issue? Also, what 
motivates them, what are their major 
treatment goals? Do they have a life 
event, a wedding, a graduation, im-
portant photos [coming up, such] that 
they need to be clear in 4 weeks? Has 
their sleeping [been] destroyed and 
we need to give them something that’s 
very fast-acting? All of these things 
in" uence what you, I think, pull for 
! rst. What the JAKs do, or what the 
oral JAKs do, is really provide a level 
of itch relief. If we know there are data 
[showing that] just a couple of days 
after starting these drugs, [there can be] 
signi! cant improvement, that is really 
unparalleled. So it’s important to know 
what motivates them. The ability to tell 
a patient, we’ll do this for a month or 
two and we’re going to know pretty 
quickly whether this is working for 
you, is very well received by patients. 
It feels very tangible. And all of those 
things, I think, come into play in terms 

of helping you decide what you start 
with. I always like to make it a map for 
patients: These are our options, this is 
where I think we should start, but this 
is where we can go if we need to pivot.

CHOVATIYA: This is really where the 
doctoring in our job comes from: un-
derstanding everything we just talked 
about in terms of true data, understand-
ing your safety, and then putting that 
in [a] package that not only will your 
patients understand, but then allow 
you to select the right thing for them.

BHATIA: We cheerlead a lot when 
we’re trying to get patients on whatever 
therapy we think is best. But then they 
come in thinking, oh, no, this can’t hap-
pen, because I saw this on the internet. 
And again, the balancing act between 
Google and your medical degree is 
always going to be a paradigm. But at 
the same time, we have to sit there and 
understand the experience that they’ve 
been through, what they’ve heard, what 
they’ve seen, but also what they’ve tried 
and failed. Then [we have to] get them 
into the mindset of thinking, OK, this is 
an approach that’s going to take away 
what you think you know and get you 
to a place where you haven’t been yet. 
And that is maybe, for some, actually 
a little scary—and that’s OK.

CHOVATIYA: Is there any concern you 
have, since we’ve talked a lot about 
steroids with JAK inhibitors that are 
similar to topical oral corticosteroids?

BHATIA: Again, it goes back to what’s 
under the hood, right? We check their 
labs upfront, we check their risk of 
[tuberculosis], [their] history of hepa-
titis: again, good medicine. And there’s 
nothing wrong with that. At 4 weeks 
in I would say, “OK, I don’t need to 
necessarily even see you back, but just 
get your blood work in and let’s see it. 
And then I would probably see them 
again in 3 months. Let’s check your 
lipids and then off you go.” Because 
anything that’s bad, probably would 
have happened by now. I even have 
them take the ! rst dose in front of me. 

I mean, fortunately, all the companies 
have been very generous with their 
samples. So I sit there with whichever 
one they’re going to take: I say, here’s a 
glass of water, take your ! rst pill, and 
you’ll sit here for half an hour. And they 
[ask] why. [My answer is], you see all 
these things you’re worried about? Af-
ter 30 minutes, we’ll know that none of 
them are going to happen. And essen-
tially, then they leave the of! ce like, OK, 
maybe not so bad. I mean, it’s a little bit 
quirky, but you have to do it, because it  
gets everybody understanding like, OK, 
angioedema and anaphylaxis would 
have happened by now. And it didn’t.

CHOVATIYA: Yes. And I think that for 
years, in many ways, we [have deluded] 
ourselves thinking that there’s zero risk 
for corticosteroids, whether topical or 
oral. And I think we have some of the 
best data that in fact, chronic cortico-
steroids do a lot of things even beyond 
just HPA axis suppression.

BHATIA: Dermatologists don’t see 
avascular necrosis of the hip. We don’t 
see the insulin resistance and everything 
[else that may happen]. We’re not the 
recipient of the problems, [but] we may 
be the cause of the problems.

CHOVATIYA: That’s exactly right. As 
we continue to gain more data over 
time, there will be a big interest in 
long-term extension data, particularly 
for safety. The argument would be, 
well, many of these events that you may 
see at low rates that are on the boxed 
warning could potentially accrue 
over time. Now, I think that the short 
preview would be in the studies…that 
are reading out so far, that are getting 
presented to congresses, we’re not see-
ing it. Do you have any thoughts about 
long-term [use] or safety concerns?

KING: No. Actually, for me, the oral 
surveillance study in particular has been 
really useful for me in the way I think 
about long-term use, and also in the 
conversations that I have with patients. 
The data about the numbers of patients 
in the oral surveillance study was a 
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study in which risk of bad events were 
optimized—it was a study designed to 
optimize the rate of bad events. And 
so, when you actually communicate the 
numbers of patients—4500 patients in 
those clinical trials, patients observed 
for years—[you see that] the rate of 
bad events was tiny. And mind you, 
that was a study in which everybody 
was on methotrexate, 57% of patients 
were on prednisone, the average BMI 
[body mass index] was 30, and they 
were smokers and had hypertension, 
hyperlipidemia, a history of premature 
coronary artery disease. And therefore, 
I feel really comfortable with [patient 
X]—[say], a 30-year-old with AD 
without those other factors—taking 
this medicine for a long period of time.

CHOVATIYA: Isn’t it funny how that 
subtle point about the methotrexate 
and prednisone seems to be lost on 
everybody when that study comes up?

KING: Right.…Partly it’s because you 
have to go to the [study] supplement. 
Anytime you have to dig into the sup-
plement to ! nd something, nobody’s 
going to know—but [in this case] it’s 
really, really important. Truly, the aver-
age BMI was 30, 57% of patients were 
taking prednisone. I mean, these are 
all the things that we’re talking about 
that we hate doing. As Allie pointed 
out at the start, that is the study that 
gave us all of the boxed warnings—for 
JAK inhibitors in alopecia areata, for 
topical ruxolitinib, in vitiligo and in 
AD. It’s just crazy.

BHATIA: The paradox is that metho-
trexate has 17 black box warnings, and 
yet everybody uses it like [there’s] no 
tomorrow, because it’s cheap and easy. 
And that actually is the fundamental 
paradox of how we do things.

CHOVATIYA: I could not agree with 
you … more on that.

[Let’s] transition … to something, 
obviously in my clinical practice and 
that I love thinking about, research-wise 
and treatment-wise, is itch, as we think 
about it as an important symptom. Of-

ten, [it’s] the overriding reason patients 
are coming to see us. It’s really exciting 
to think about the revolution in JAK 
inhibition therapy in the context of 
disease, but speci! cally in the context 
of symptomatic resolution. And we’ve 
begun to understand exactly how it 
just signaled over the past handful of 
years. We still don‘t understand much; 
it’s largely a big black box warning in 
terms of cutaneous sensations of itch 
and pain. But we do know that there 
are, generally speaking, histaminergic 
and nonhistaminergic IgE pathways. 
And for a long time, everyone thought 
histamine is itch. And that’s why [phy-
sicians] to this day still give antihista-
mines as monotherapy unnecessarily 
to patients who don’t have allergies. 
They say, “Oh, you’re itchy, use the 
antihistamine.” And we know from 
our clinical experience, antihistamine 
monotherapy really won’t do much 
for the itch of somebody with AD, 
largely because most of the itch is 
driven by nonhistaminergic pathways. 
Those pathways actually are directly 
in" uenced by the neuroimmune axis, 
and the actual binding of many of 
those cytokines, we think about how 
it directly relates to cutaneous afferents 
and nerve terminals. So in many ways, 
the nerves in the skin are like their own 
little macrophages in the immune sys-
tem, organizing in" ammation locally 
and sensation. A lot of those things we 
talked about in the case of IL-31, IL-4, 
IL-13, TSLP, actually can bind directly 
to neurons, and all of these cytokines, 
as we mentioned before, utilize the JAK 
stat signaling pathway.

So, it’s probably very easy to under-
stand when I say that to understand 
why there’s such broad applicability 
and really fast action on itch when we 
think about this disease state, along 
with stuff that’s happening in the epi-
dermal barrier, and the actual immune 
system itself. We are beginning to get 
to a point where we realize that it’s 
not all just about an EASI score or an 

IgE. [It’s about] really thinking about 
clinically meaningful or—something 
that I’ve really loved in the past couple 
of years—deep responses in terms of 
how we can get people itch-free or very, 
very close to itch-free. That is really the 
excitement. And so, Neal, I might ask 
you, as somebody who does a lot of 
clinical studies, what does it mean to 
you as an important end point? And 
what have been some of the cool data 
we’ve seen with responses to topical 
and oral JAK inhibition?

BHATIA: [We see response in] ec-
zema and psoriasis and the redness 
of rosacea, And yet, the funny thing is 
steroids inherently and mechanistically 
don’t have anti-itch as a property. They 
don’t do anything to histamine, or to 
the brain, or to serotonin, [or to] any 
of the other pathways. It’s truly anti-in-
" ammatory in its mechanism. Whereas 
here, we talked about direct inhibition 
of signals that make cytokines for itch-
ing, correct? And here we talked about 
what are we seeing quickly in terms of 
the fossa being turned off? This is why 
the patients are getting better within 3 
days. But from a standpoint of clinical 
improvement, if you break that itch/
scratch cycle quickly, all of that is going 
to improve these, this score is going to 
prove everything you see objectively. 
And then all of a sudden, you see your 
leveling of the playing ! eld. Again, 
you’re not saying anything disparag-
ing about biologics or anything else. 
It’s just that we’re trying to break that 
cycle quickly, so that the patients can 
get some relief. And then their experi-
ence is like, oh, I’m better. I’m feeling 
different. I can sleep, I can concentrate 
at work, I can drive the car without 
stopping at the intersection to scratch, 
or my kids are sleeping and my spouse 
is sleeping. All of those are things we 
take for granted in quality of life. So I 
think the inherent part of stopping itch 
is, again, stopping what we know is the 
manifestation of the disease that they 
see. And then we take the objective part 
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of it, and then we follow it.
CHOVATIYA: I think that’s an inter-

esting point: The question always 
comes up is rapid onset, which is really 
important. And we can all debate that. 
But we know that for our patients 
sometimes it’s a lot of work, a lot of 
months to years,…to try to convince 
them that a systemic option might be a 
good choice. We don’t have that much 
time to waste to really make sure we get 
buy-in, and hopefully adherence, on the 
fact that they need something to control 
their disease. I think that is one of the 
most important [points] when you’re 
thinking about time to some type of 
clinical response.

BHATIA: The other missing link is, 
again, the patient experience of what’s 
going to happen next. We’ll talk to 
them about, OK, here’s the next couple 
of weeks. And a lot of us don’t even see 
these patients back, because we don’t 
want to hear like, OK, what do I do 
now? And it’s like, no, stick with this for 
a while. And let’s see where this goes.

CHOVATIYA: It’s the whole “come 
back in 3 months” thing, right?

BHATIA: Exactly. But we’ve all talked 
about [how] these long-term extension 
trials are proof of safety. They measure 
ef! cacy and long-term outcomes, but 
the reality is, we wouldn’t run these tri-
als if they weren’t safe drugs. And that’s 
why I think we have to talk to patients 
about [our plan, saying], I’m giving you 
a year’s worth of re! lls, because I want 
you to stay better, I don’t want you 
to just get better…The cheerleading 
that comes with it, again, is about the 
talking points that we all have to have 
in the of! ce. Not just the physicians, 
but everybody in the of! ce—the ones 
who would answer the calls, the ones 
who ! ght for prescriptions, all of us—
has to have those talking points ready.

CHOVATIYA: And from a nerdy as-
pect, we look at itch a lot of different 
ways when it comes to our trials. And 
often, based on what has been studied, 
it is what the FDA has deemed clini-

cally meaningful. We can debate this, 
too. A 4-point improvement on that 
numerical rating scale of 0 through 10 
for measuring itch that we often will 
use in practice, which is a validated 
scale, has been determined to be clini-
cally meaningful—even though, when 
we ! rst started off, going from 10 to 
even 7 actually matters for somebody 
who is really, really itchy. That is an 
improvement. So, there are different 
ways to look at this. But based on the 
way you cut the data, whether you’re 
looking at abrocitinib, upadacitinib, 
or even topical ruxolitinib—the 3 ap-
proved JAK inhibitors in the United 
States—you’re talking about responses 
in days. Sometimes—in the case of just 
looking at raw change in the actual 
NRS score itself—it’s even hours…
The most exciting thing for me has 
been that a lot of itchy people come 
in to see me on a weekly basis, and I 
can actually make claims about some 
of these response times and see it play 
out in real life with my patients.

BHATIA: And to be fair, I mean, in 
the trials, this was all monotherapy. 
They didn’t have anything extra for 
itch [or] adjuncts that they could use. 
In the real world, we can say, look, this 
is how good it was, just on the medicine 
alone. Now we can, build a program 
for stopping the process. To your point, 
Raj, it’s like, this is the template. Let’s 
see how much better we can do from 
what we did in the research world.

CHOVATIYA: Yes. And, from the case 
of topical vs oral, what has been some 
of your experience in terms of rapidity 
of onset for your patients with AD, 
particularly as it relates to itch?

KING: It’s really remarkable. My ! rst 
experience with this was years ago 
when I was using tofacitinib off-label 
in AD. I always remember [when] a 
patient came back and said, 6 hours 
after taking the ! rst dose, I felt better 
than I have felt in my life. This was a 
man in his 30s who had had bad AD for 
all of his life—and that has stuck with 

me. Now, in a world where we can use 
these much more easily, I’ve had that 
experience, again. And for sure it is not 
everybody, not at all. But you only have 
to use these medicines a few times to 
have somebody come back and tell you 
that story. 

CHOVATIYA: Isn’t that remarkable?
KING: It is incredible that we can in-

tervene so effectively in a disease that 
really is quite awful. But…again, I feel 
like we’ve done a relatively poor job of 
educating ourselves about JAK inhibi-
tors and risk. And I think also, still too 
often, we diminish the effect of itch on 
quality of life. And for sure, when I was 
a resident, I heard multiple times from 
my mentors, “Don’t scratch.”

BHATIA: How helpful.
KING: I get it: “You’re itchy, but don’t 

scratch.” It’s like telling somebody in 
chronic pain, “Don’t have pain.” …
You are itchy,…. and it’s awful. And 
we really have to appreciate that …
we own this. We really have to…stop 
diminishing it and stop telling patients 
just to not scratch or to not itch, like 
somehow you can magically turn it off. 
And we need to think really carefully 
about how to make it better. JAK inhib-
itors are really an amazing opportunity 
to affect this really horrible symptom.

GOLANT: The ! rst time you use a JAK 
inhibitor, it’s almost like nothing else 
we’ve had in dermatology in terms of 
the onset, the rapidity of action. We’ve 
all had patients come back and say, “A 
day in, I felt 50% better. By day 2, it 
was even better.” It almost is hard to 
believe, the ! rst type of couple times 
you hear it. And that is what makes 
them such powerful tools. In practical 
knowledge, when you’re counseling on 
these medications, to be able to tell a 
patient that as early as day 2 in the tri-
als, there were many patients reporting 
signi! cant introduction by week 1. To 
contextualize it, I think, gives them a lot 
of hope. [Generating this] feeling that 
“I’ve lived this with for so long [and 
it] may go away and may go away 
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quickly” has been really powerful and 
quite an effective talking point in the 
exam room.

CHOVATIYA: To echo both of you, it’s 
rare [in other circumstances] that our 
patients come back to us with good 
news that quickly. For people who 
you’ve been seeing for a long time 
who’ve had horrendously refractory 
symptoms for years and years, the types 
of clinical responses you can achieve 
are really incredible.
I want to pick Neal’s brain for a 

second about our great crusader, again, 
corticosteroids—speci! cally, topical 
ruxolitinib. Can you tell me more about 
why you think topical ruxolitinib does 
such a good job [in reducing] in" am-
mation and itch? What are some of the 
differences and outcomes you’ve seen 
in your patients? And how do you look 
at its use alongside…topical corticoste-
roids in your practice?

BHATIA: Yes. The versatility that 
we see now with the topical JAK 
inhibitors, and not just ruxolitinib, 
we’ve seen a couple others in trials 
and unfortunately, a few, who didn’t 
even make the numbers. But now, we’re 
dealing with something you can use in 
[dif! cult] areas: areas where you were 
thinking about tachyphylaxis, or you 
were worried about atrophy, areas 
around the eyelids, around the mouth, 
around intertriginous areas. And even 
more so, you think about the versatil-
ity of treating through the conditions, 
whether it be eczema or vitiligo or what 
have you. Even further, what came from 
the vehicle of a cream—what we don’t 
have really in a good steroid cream—is 
now being able to put it on areas that 
really don’t have a lot of epidermal 
change. They’re easy to apply. With 
steroids, again, I look at the bandage 
vs remedy analogy and think, “OK, we 
can use this only for so long.” Right? 
I can’t use steroids on the eyelids or 
the face for too long. Plus, we have so 
much steroid phobia that [topical JAK 
inhibitors] take away some of that as 

part of the equation. So having this in 
our toolbox has been de! nitely helpful. 
But, again, why this got slapped with 
a black box warning is a shame. But at 
the same time, we tell patients, “Just 
don’t eat it and you’ll be ! ne.”

CHOVATIYA: It actually says, “Don’t 
eat it” on the label, too.

BHATIA: Right.
CHOVATIYA: Actually, yeah, [that’s 

a reminder] for those of you [who] 
don’t want to read it closely…. But 
to add a couple of nerdier points to 
Neal’s discussion, if you actually take 
a look at the phase 3 data for topical 
ruxolitinib, more than 40% of patients 
had some type of facial involvement. 
So these people were studied and 
not screened out of the trial; we’re 
using it there. People had all sorts of 
involvement, whether it be regional 
involvement, the genitals, the hands, 
the underarms—places where we of-
ten are very limited by our choices in 
topical corticosteroids. And the really 
common question that I get asked—
and since there’s no compliance of! cer 
looking at me, I can give my clinical 
opinion—is, Where do you put this 
alongside topical corticosteroids in 
your practice? And people often forget 
that there actually is a phase 2b trial 
where there was an active comparator 
of triamcinolone. And while it wasn’t 
as statistically direct comparison, you 
can get an idea where the number stack 
up and topical ruxolitinib did better 
and triamcinolone as well. They are 2 
based on just the numbers, not talking 
about statistics.

I’m curious to hear about your prac-
tice, Neal. I’m usually thinking about 
its potency somewhere in that class I, 
II topical corticosteroid range, both in 
terms of speed of onset and potency.

BHATIA: Yeah, honestly, I don’t think 
about where would I put the clobetasol 
vs triamcinolone.

CHOVATIYA: This question comes up 
a lot.

BHATIA: It does, but at the same time, 

it’s “OK, why don’t we think about 
doing this every day?” Say, with your 
old clobetasol that’s about to expire. 
Put that on some troubled spots for 
a couple days. And then, eventually, 
you’ll transition off and you’ll be ! ne. 
But to your point, Raj, [I wonder] why 
are we still thinking about steroids in 
the same equations? We …do things 
out of habit.

CHOVATIYA: And again, when we 
think about topicals…[and] orals, 
what is this idea of controlled or uncon-
trolled? If I can make a plea out there 
for anyone in [academia], we still don’t 
actually have good de! nitions and ideas 
of what control is for AD. The same 
[is true for] the terminology of " are: 
It’s not really clear what that means 
as well, from the patient vs physician 
[perspective]….We [and patients] often 
are looking at different things when it 
comes to longitudinal control. How 
often are you “having” exacerbations 
of disease? What is your itch still like 
at nighttime, during the daytime? Do 
you feel like your quality of life is im-
proved? There is a huge relationship 
between itch and quality of life: how 
much you’re sleeping, how distracted 
you are, how much you’re actually 
excoriating your skin. Can you focus 
on work, be productive? These things 
all play a role. So, when it comes to 
assessing control and practice, there 
have been efforts. The Harmonizing 
Outcome Measures in Eczema group 
looked at some of these recently, and 
looked at the recap and the AD control 
tool as questionnaires you can use to see 
whether someone is controlled or not 
controlled. It’s not like you very strictly 
need to use any particular numbers. The 
plea, I think, that we would all make 
is just don’t ! xate so much on BSA or 
[any] one thing, but rather just get a 
composite measure: Does this person 
seem like they’re pretty clear, well 
controlled, almost clear, pretty good 
control—or not? Then arrive at reasons 
why we would want to escalate therapy 
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or not. Thoughts, Allie?
GOLANT: I’ll just add that I think—even 

based on control or even your initial 
treatment decisions when you’re trying 
to ! gure out if they are a topical patient, 
a systemic patient—quality of life plays 
just a huge role. I agree with what you 
said before about this obsession about 
10% or more BSA. That is irrelevant. 
You can have a patient with a [BSA] of 
2% with severe disease on the hands, 
who [is nonetheless a] severe patient 
and should be treated as such. For me, 
it’s quality of life. When a patient says, 
“I’m better, but I still am limited, I can’t 
do my activities”—whatever it is, that’s 
not well controlled. If a patient comes 
back and tells me how well they’re 
sleeping, that their life’s returning to 
normal, I feel that gives you a good 
assessment of overall control. 

CHOVATIYA: It’s a really good point. 
I’m not begging people to use a der-
matology life-quality index or some 
other tool; it’s really just that asking 
somebody about how this has affected 
their life, broadly speaking, can end 
up digging up data that you don’t 
even expect, and it can play a really 
important [role] in your assessment of 
how exactly their disease is working. 
I’ll punt it over to you, Neal, to give 
us your thoughts on quality of life in 
your practice. Also, I’m curious, since 
you’ve alluded to this before, how do 
you think about treatment of rescue or 
" ares vs maintenance and chronicity, 
and how does this all work its way into 
your clinical practice?

BHATIA: I think the patient voice is 
the most important voice on all of it. 
Getting their testimonials to get drugs 
covered, to get their experience, in this 
subjective parts of our notes—that 
says volumes for the progression to 
their improvement. So I think the use 
[of the patient voice] as, I hate to say, 
a weapon, but at least as part of our 
armamentarium to get drugs covered, 
is critical. But, even more so, getting 
patients started is basically like stereo, 

right? You turn a couple dials, you ba-
sically have to turn some things down, 
but you don’t really turn anything off.

But at the same time, we tell them, 
OK, you’re using triamcinolone, you’re 
using clobetasol, using on troubled 
spots while these pills are kicking in, 
while the shots are kicking in. And 
then, you’ll ! nd you won’t need them 
anymore. So, it’s almost like a 2- to 
3-week descent of getting them what 
they’ve been on. But patients don’t need 
something for breakthrough. No drug 
is going to be felt, although they don’t 
have breakthrough. That’s important 
to have for them, because patients like 
to use their hands …to put something 
on, and they feel validated when they’re 
actually doing something to control 
their disease, even if they’re taking pills 
or using shots. So I think having some-
thing for those trouble spots, whether 
it be double the steroids or topical 
ruxolitinib or any of the inhibitors, … 
is still a pivotal part of their equation…, 
because it makes them feel like they’re 
still doing something.

CHOVATIYA: In the case of topical 
therapy, the point is real, right? We 
know that in a lot of the diseases of 
the skin, it makes sense to target those 
areas of in" ammation; even skin that’s 
uninvolved can show signs of in" am-
mation as well. And so, varying topical 
treatments is a good strategy. And with 
the topical ruxolitinib, we’ll stir the pot 
a little bit because as we know, based 
on the way the label is, it was studied 
in monotherapy, and that’s for what it’s 
recommended. But I’m curious to hear 
from our cowboy himself, Dr King: 
When it comes to topical ruxolitinib, 
how do you think about monotherapy 
and combination therapy?

KING: As you point out, it’s another 
part of the label for topical ruxolitinib 
that is bewildering. Because there’s no 
AD patient on the planet who is going 
to … use only 1 agent.

CHOVATIYA: And a 60-g [tube] too, 
I might add.

KING: Right. We all have to recognize 
the label. And … it really is important in 
this discussion to call that out because 
anybody using it needs to be aware of 
that, too, to make a disclaimer to their 
patient in case they have a patient who 
goes home and reads the label and says, 
“Whoa.” And now, all of a sudden, 
you’re getting the MyChart message, 
“Wait, you told me to. But I went home 
and read the label and it said that this is 
a no-no.” So we need to acknowledge 
it and be aware of it. But the truth is, 
we don’t know exactly what goes into 
the minds of the people at the FDA 
when they’re coming up with labels 
and restrictions and guidance. But I 
think it’s just important to recognize 
that even theoretically, there’s no harm 
in using topical ruxolitinib together 
with another topical from another 
class of medicines or using it in com-
bination with a biologic, dupilumab, 
tralokinumab or, for that matter, an 
oral JAK inhibitor. In so many ways, 
the comment that you just made—it’s 
a 60-g tube—limits so much in terms of 
exposure. Truly, as long as our patients 
aren’t using it as toothpaste, we can 
ensure safety related to the use of that 
medicine. So, again, I use it liberally. 
That was a long way of saying I use 
topical ruxolitinib liberally in combi-
nation with other therapies.

CHOVATIYA: Yes, I think that this will 
be one of those areas where real-world 
data and use patterns hopefully shift 
the needle a little bit, in terms of telling 
[patients] ….[The] number-1 question 
I get asked is, Can you use this in 
conjunction with a biologic therapy? 
And just like you said, there is no real 
theoretical reason why you can’t. It’s 
just simply who chose to very narrowly 
label this—based on exactly word for 
word, how the trial was studied—
which is what happens all the time for 
other drugs, anyway. …I think in my 
practice, too, if you’re able to navigate 
some of the access issues and coverage 
and be able to have multiple things, 
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…it is a nice option especially when 
you’re trying not to use clobetasol all 
the time for everything, and knowing 
the baggage we’ve spent the last several 
sessions here talking about, in terms of 
topical corticosteroids. Some thoughts, 
Allie, in terms of your real-world use of 
combination therapy?

GOLANT: I was thinking that there’s 
combination therapy with other topi-
cals, and also with systemic agents like 
biologics. I think, unfortunately—from 
what’s played out in the last few months 
especially—is that some of that deci-
sion, especially in combination with the 
systemic [agents], will be driven by the 
insurers. They’re not seemingly want-
ing to cover both of these for patients. 
But from a safety perspective, I have 
no concerns. And from a practicality 
perspective, it makes sense to use these 
agents like this. When you have a pa-
tient who’s doing relatively well on a 
biologic, to be able to spot-treat with 
something like a topical JAK inhibitor 
works fairly well. I just don’t know 
about the long-term feasibility of doing 
that based on an access perspective.

CHOVATIYA: [Given] all we’ve said 
today, what advice do you have for 
patients, caregivers, and providers for 
incorporating and optimizing JAK in-
hibitors in their topical and oral forms 
for the management of AD?

BHATIA: [To patients]: Don’t think 
about what you hear and see as op-
posed to what is real. Everybody is so 
confused about what’s on the Internet, 
the chat rooms, the Facebook groups, 
everything else that’s negative. We 
joked before, I want to do something 
natural, it’s like, yeah, your disease is 
natural, how’s it going, right? We need 
to get everyone off the ledge of “I don’t 
want to do this, I don’t want to do 
that.” Let’s get you better and see how 
it goes, because the worst thing that will 
happen with a couple days of pills is 
that you’ll actually stop scratching and 
that’s not a bad thing. We shouldn’t be 
afraid of labs, we shouldn’t be afraid of 

the big bad black box or whatever. It’s 
good to say, “Here, use this as guidance 
of what was.” As all 4 of us have been 
saying, this was the baggage that came 
from unfortunate patients who had a 
lot of comorbidities and a lot of issues 
and were on multiple drugs. That won’t 
happen to the 6-month-olds or 12-year-
olds with eczema, or whoever else we’re 
treating with these drugs. We had to be 
able to use these comfortably and say, 
“We did what’s right for you, because 
this is what’s doing something to the 
process of what makes your disease, 
not just the result of what you see.”

CHOVATIYA: It’s very interesting 
that we’ve seen such evolution in this 
therapeutic space with JAK inhibitors. 
And in many ways, given so much of 
this baggage, people are so quick to feel 
like we need to be moving on to the 
next thing so quickly. Even though I 
feel like in many ways, we’ve really just 
barely scratched the surface here. So 
any thoughts in where things should 
go the next few years?

KING: I think that everybody will be 
forced to use JAK inhibitors, because 
they’re so broadly important across 
the numerous diseases that we all see 
every week in our clinics. So we’ll be 
forced to use them, and you’ll do it and 
realize, “Geez, my patient didn’t die. 
They didn’t have a horrible outcome. 
In fact, they got better.” And that’ll give 
us comfort and we will use them more 
quickly in the next patient. I really be-
lieve that the JAK inhibitors are going to 
force us to rede! ne the treatment goals 
for our patients. We’re going to insist 
more on clear or almost clear, and itch 
0 to 1. And, as much as that will happen, 
and that’s hugely important, that will 
not address all of the unmet need in this 
space. Psoriasis has shown us that there’s 
room for numerous therapeutics. And 
so, I’m excited about the work that’s 
being done and the agents that are in 
the pipeline. Because I think in 5 years, 
we’re going to be having this discussion, 
and it’ll be complicated, which is going 

to be great because it’ll mean that we’re 
going to be getting increasingly toward 
100% of our patients better.

CHOVATIYA: I like the sound of what 
everyone is thinking, and I’ll echo it in 
our last minute together: We’re seeing so 
much evolution of therapy for so many 
different diseases that our job becomes 
harder, but in a great way, because 
we actually have things to talk about, 
things that we know work, and things 
that are targeted treatment as opposed 
to the same 4 immunosuppressants that 
we’ve used for the last century. So, the 
big things I’m looking forward to are, 
really, number 1—and this is one of the 
! rst things that we heard from the panel 
when Allie brought it up—is how can 
we start connecting the right patient to 
the right therapy? This is particularly 
[relevant] as our therapies expand and 
we start thinking about some of those 
other agents that are coming through 
the pipeline. So with more speci! c in-
hibition of certain cytokines, like IL-13 
agents by speci! c molecules that are 
actually targeting multiple cytokines, 
OX40 ligand target molecules, they’re 
taking a look at a different T-cell me-
diated pathway. Other molecules are 
actually inhibiting different kinases and 
the signaling pathway, and even mod-
ulating the microbiome. It’s an exciting 
time to think about how each of these 
strategies might work individually and 
together for the right kind of patient. 
With AD, many of the difference that 
we’ve reported in various populations 
through association-based studies are 
driven largely by a combination of 
external factors. The external environ-
ment is so important to disease. Our 
trials don’t really do a good job of cap-
turing that. I hope to see that in addition 
to our evolving therapeutic landscape 
and new targets, we better understand 
how many of these external factors 
in" uences the actual presentation and 
course of disease. And that’s what really 
excites me in this discussion.




