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 Comparable Products   Preferred Drug List Status 
 Elidel                Preferred with Conditions 
 Eucrisa     Non-Preferred with Conditions   
   

Pharmacology/Usage:  Ruxolitinib, the active ingredient of Opzelura®, is a Janus kinase (JAK) inhibitor that inhibits 
JAK1 and JAK2 which mediate the signaling of a number of cytokines and growth factors that are important for 
hematopoiesis and immune function. JAK signaling involves recruitment of STATs (signal transducers and activators 
of transcription) to cytokine receptors, activation, and subsequent localization of STATs to the nucleus leading to 
modulation of gene expression. The relevance of inhibition of specific JAK enzymes to therapeutic effectiveness is 
not currently known. 

Indication:  For the topical short-term and non-continuous chronic treatment of mild to moderate atopic dermatitis 
in non-immunocompromised patients 12 years of age and older whose disease is not adequately controlled with 
topical prescription therapies or when those therapies are not advisable. Use of Opzelura® in combination with 
therapeutic biologics, other JAK inhibitors or potent immunosuppressants such as azathioprine or cyclosporine is 
not recommended.  

There is no pregnancy category for this medication; however, the risk summary indicates that available data from 
pregnancies reported in clinical trials with Opzelura® are not sufficient to assess a drug-associated risk for major 
birth defects, miscarriage, or other adverse maternal or fetal outcomes. There will be a pregnancy registry that 
monitors pregnancy outcomes in pregnant persons exposed to Opzelura® during pregnancy. Pregnant persons 
exposed to Opzelura® and healthcare providers should report Opzelura® exposure by calling 1-855-463-3463. The 
safety and efficacy of use in the pediatric population younger than 12 years of age have not been established. 

Dosage Form:  Cream: 15mg of ruxolitinib per gram (1.5%). 

Recommended Dosage:  Apply a thin layer BID to affected areas of up to 20% body surface area. Do not use more 
than 60g per week. Stop using when signs and symptoms (e.g. itch, rash, redness) of atopic dermatitis resolve. If 
signs and symptoms do not improve within 8 weeks, patients should be re-examined by their healthcare provider.  

Drug Interactions:  Drug interaction studies have not been conducted with Opzelura®. 

Ruxolitinib is known to be a substrate for CYP3A4. Inhibitors of CYP3A4 may increase ruxolitinib systemic 
concentrations whereas inducers of CYP3A4 may decrease ruxolitinib systemic concentrations. 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.  

Box Warning:  Opzelura® has a box warning regarding serious infections, mortality, malignancy, major adverse 
cardiovascular events, and thrombosis.  

• Patients treated with oral Janus kinase inhibitors for inflammatory conditions are at risk for developing 
serious infections that may lead to hospitalization or death. Reported infections include active tuberculosis 
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(which may present with pulmonary or extrapulmonary disease), invasive fungal infections (including 
candidiasis and pneumocystosis) and bacterial, viral, and other infections due to opportunistic pathogens. 
Avoid use of Opzelura® in patients with an active, serious infection, including localized infections. If a 
serious infection develops, interrupt Opzelura® until the infection is controlled. The risks and benefits of 
treatment with Opzelura® should be carefully considered prior to initiating therapy in patients with 
chronic or recurrent infection. Patients should be closely monitored for the development of signs and 
symptoms of infection during and after treatment with Opzelura®. 

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

• Lymphoma and other malignancies have been observed in patients treated with Janus kinase inhibitors 
for inflammatory conditions. 

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

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

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Opzelura®) minus reported % incidence vehicle. Please note that an incidence of 0% means the incidence was the 
same as or less than vehicle. The most frequently reported adverse events included nasopharyngitis (2%), bronchitis 
(1%), ear infection (1%), eosinophil count increased (1%), urticaria (1%), diarrhea (˂1%), folliculitis (1%), tonsillitis 
(1%), and rhinorrhea (˂1%). 

Adverse reactions that occurred in Trials 1 and 2 in ˂1% of subjects in the Opzelura® group and none in the vehicle 
group included neutropenia, allergic conjunctivitis, pyrexia, seasonal allergy, herpes zoster, otitis externa, 
Staphylococcal infection, and acneiform dermatitis. 

As discussed in the box warning section, 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 active, serious infections, including localized infections. Consider 
the risks and benefits of treatment prior to starting 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. During Opzelura® use, monitor patients for the development of 
signs and symptoms of TB. If a patient develops herpes zoster, consider interrupting Opzelura® treatment until the 
episode resolves. Opzelura® initiation is not recommended in patients with active hepatitis B or hepatitis C. 

A higher rate of all-cause mortality, including sudden cardiovascular death, was observed in clinical trials of oral 
Janus kinase inhibitors used to treat inflammatory conditions. Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with Opzelura®. 

Malignancies, including lymphomas, were observed in clinical trials of oral Janus kinase inhibitors used to treat 
inflammatory conditions. Patients who are current or past smokers are at additional increased risk. Consider the 
benefits and risks for the individual patient prior to initiating or continuing therapy with Opzelura®, especially in 
patients with a known malignancy (other than successfully treated non-melanoma skin cancers), patients who 



  3  

develop a malignancy, 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. 

MACE were observed in clinical trials of Janus kinase inhibitors used to treat inflammatory conditions. Consider the 
benefits and risks for the individual patient prior to initiating or continuing therapy with Opzelura® especially in 
patients who are current or past smokers and patients with other cardiovascular risk factors. Patients should be 
informed about the symptoms of serious cardiovascular events and the steps to take if these symptoms occur. 

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

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

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

Contraindications:   There are no contraindications listed with this product. 

Manufacturer:  Incyte Corporation. 

Analysis:  The safety and efficacy of Opzelura® were assessed in two double-blind, randomized, vehicle-controlled 
trials of identical design (Trial 1 and Trial 2) that included subjects 12 years of age and older (N=1249) with atopic 
dermatitis for ≥2 years. Of those included in the trial, 20% were 12 to 17 years of age and 9% were 65 years or older. 
In addition, 62% were female and 70% were white. Subjects had affected body surface area (BSA) of 3 to 20% and 
an Investigator’s Global Assessment (IGA) score of 2 (mild) to 3 (moderate) on a severity scale of 0 to 4. At baseline, 
subjects had a mean affected BSA of 9.8% and 39% had affected areas on the face. Furthermore, 25% of subjects 
had an IGA score of 2 and 75% had a score of 3. The baseline Itch Numerical Rating Scale (Itch NRS), defined as the 
7-day average of the worst level of itch intensity in the last 24 hours, was 5 on a scale of 0 to 10. 

In both trials, subjects were randomized to treatment with Opzelura®, ruxolitinib cream 0.75%, or vehicle applied 
BID for 8 weeks. The primary efficacy endpoint was the proportion of subjects at week 8 achieving IGA treatment 
success (IGA-TS), defined as score of 0 (clear) or 1 (almost clear) with ≥2 grade improvement from baseline. Efficacy 
was also assessed using a ≥4-point improvement in Itch NRS. Results can be seen in the table below, which was 
adapted from the prescribing information.  

  
Trial 1 Trial 2 

Opzelura®  
(N=253) 

Vehicle 
(N=126) 

Treatment 
difference 

Opzelura® 
(N=228) 

Vehicle 
(N=118) 

Treatment 
difference 

IGA-TS 
 53.8% 

(136/253) 
15.1% 

(19/126) 
38.9% 

51.3% 
(117/228) 

7.6% 
(9/118) 

44.1% 

NNT (per CHC) 3 3 

Itch NRS  
(≥4 point reduction)  

52.2% 
(84/161)  

15.4% 
(12/78) 

36.7% 
50.7% 

(74/146) 
16.3% 

(13/80) 
35.8% 
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Place in Therapy:  Opzelura®, a topical Janus kinase inhibitor, is indicated for the topical short-term and non-
continuous chronic treatment of mild to moderate atopic dermatitis in non-immunocompromised patients 12 years 
of age and older whose disease is not adequately controlled with topical prescription therapies or when those 
therapies are not advisable. Use of Opzelura® in combination with therapeutic biologics, other JAK inhibitors or 
potent immunosuppressants such as azathioprine or cyclosporine is not recommended. Opzelura® has a box 
warning regarding serious infections, mortality, malignancy, major adverse cardiovascular events, and thrombosis. 
Two double-blind, vehicle-controlled studies of identical design assessed the safety and efficacy of Opzelura® in 
patients 12 years and older with atopic dermatitis. The primary efficacy endpoint, the proportion of subjects at week 
8 achieving IGA treatment success was achieved by a larger percent of subjects treated with Opzelura® than with 
placebo (NNT calculated by CHC was 3 for study 1 and 3 for study 2). Per the full-text study by Papp et al2,  the results 
were significantly different, with significantly more patients achieving IGA treatment success with Opzelura® as 
compared with placebo (p˂0.0001) at week 8. 

A 2021 network meta-analysis by Zhang et al3 assessed the safety and efficacy of topical Janus kinase (JAK) and PDE4 
inhibitors for the treatment of atopic dermatitis.  The primary endpoint was the proportion of patients who achieved 
the IGA score of ‘clear’ or ‘almost clear’, with 2 points or more of improvement from baseline at the end of treatment 
(referred to as IGA response). Three topical JAK inhibitors were assessed, including tofacitinib, delgocitinib, and 
ruxolitinib (with only ruxolitinib FDA approved in US). There were two PDE4 inhibitors assessed, including crisaborole 
and difamilast (only crisaborole is FDA approved in US). The NMA demonstrated that all included JAK and PDE4 
inhibitors demonstrated higher IGA response as compared with placebo. In comparison, tacrolimus and 
hydrocortisone butyrate did not demonstrate significant superior efficacy over placebo. When comparing with 
tacrolimus and hydrocortisone butyrate, tofacitinib 2%, delgocitinib 3%, and ruxolitinib 1.5% also demonstrated a 
superior IGA response rate. Per treatment ranking, it appeared that tofacitinib 2% had the highest probability of 
achieving IGA response (SUCRA 0.880), followed by ruxolitinib 1.5% (SUCRA 0.869), and delgocitinib 3% (SUCRA 
0.791). Among PDE4 inhibitors, difamilast 1% had a greater IGA response rate over the others (SUCRA 0.472). It was 
worth noting that most of the JAK inhibitors had higher ranks than PDE4 inhibitors. Regarding safety, all JAK and 
PDE4 inhibitors demonstrated a comparable safety profile with placebo. The authors concluded that topical JAK and 
PDE4 inhibitors have promising treatment efficacy and safety for AD patients. Furthermore, tofacitinib 2% BID, 
ruxolitinib 1.5% BID, and delgocitinib 3% demonstrated superior efficacy over other JAK and PDE4 inhibitors. 

One network meta-analysis suggests that some topical JAK inhibitors, including ruxolitinib 1.5% BID, may be more 
effective than topical PDE4 inhibitors and tacrolimus; however, there is no head-to-head evidence at this time to 
support that Opzelura® is safer or more effective than the other currently preferred, more cost-effective 
medications. It is therefore recommended that Opzelura® remain non-preferred and require prior authorization and 
be available to those who are unable to tolerate or who have failed on preferred medications.    

PDL Placement:        Preferred 
    Non-Preferred 
    Refer to DUR for PA Criteria 
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