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CLEAR A PATH
to Access for the Only FDA-Approved 
JAK Inhibitor in a Cream Formulation2

>50%
of patients achieved  
CLEAR OR ALMOST 
CLEAR SKIN† by week 8

(53.8% [n=136/253] vs 15.1% [n=19/126] vehicle, P<0.0001; 
51.3% [n=117/228] vs 7.6% [n=9/118] vehicle, P<0.0001)2‡

Study Design
OPZELURA™ was studied in 2 phase 3, double-blind, randomized, 8-week, vehicle-controlled trials
(TRuE-AD1 and TRuE-AD2). The clinical trials included 1,249 adult and pediatric patients with atopic 
dermatitis 12 years of age and older (631 randomized in TRuE-AD1 [vehicle, n=126; OPZELURA™, n=253]
and 618 randomized in TRuE-AD2 [vehicle, n=118; OPZELURA™, n=228]). At baseline, patients had an
affected BSA of 3% to 20% and an IGA score of 2 or 3 on a 0- to 4-point severity scale. The primary
endpoint was IGA-TS, defined as an IGA score of 0 or 1 with ≥2-grade improvement from baseline.

Please see Brief Summary of Full Prescribing Information, including Boxed Warning, 
on the following pages.
BSA, body surface area; FDA, Food and Drug Administration; IGA, Investigator's Global Assessment; IGA-TS, Investigator’s Global 
Assessment–Treatment Success; JAK, Janus kinase; TRuE-AD, Topical Ruxolitinib Evaluation–Atopic Dermatitis.

* Formulary coverage at any formulary tier. Coverage may be subject to prior authorization, step edits, and other restrictions. Coverage 
criteria is plan specific and is subject to change.

† Measured by IGA-TS, defined as the achievement of clear (IGA 0) or almost clear (IGA 1) skin with at least a 2-point improvement 
from baseline.2

‡In TRuE-AD1 and TRuE-AD2, respectively.
§IGA is assessed on a severity scale of 0-4.

PAVE THE WAY FOR 
YOUR MEMBERS
Consider adding OPZELURA™ 
to your formulary.

OPZELURA™ WAS FURTHER ASSESSED
IN A 44-WEEK EXTENSION PERIOD FOR DISEASE 
CONTROL (IGA) AND AFFECTED BSA REDUCTION.3§

Turn the page for more information.

Covered for 80% of commercial lives1* 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.
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.
IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS
Patients treated with oral Janus kinase 
inhibitors for inflammatory conditions are at 
risk for developing serious infections that may 
lead to hospitalization or death. 

Reported infections include:
•     Active tuberculosis, which may present with 

pulmonary or extrapulmonary disease.
•     Invasive fungal infections, including 

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 benefits and 
risks of treatment prior to initiating OPZELURA 
in patients with chronic or recurrent infection. 
Closely monitor patients for the development 
of signs and symptoms of infection during and 
after treatment with OPZELURA.
Please see additional Important Safety 
Information on the following pages.
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IMPORTANT SAFETY INFORMATION (cont)
SERIOUS INFECTIONS (cont)
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 inflammatory conditions. 
Consider evaluating patients for latent and active 
TB infection prior to administration of OPZELURA. 
During OPZELURA use, monitor patients for the 
development of signs and symptoms of TB.
Viral reactivation, including cases of herpes virus 
reactivation (e.g., herpes zoster), were reported in 
clinical trials with Janus kinase inhibitors used to treat 
inflammatory conditions including OPZELURA. If a 
patient develops herpes zoster, consider interrupting 
OPZELURA treatment until the episode resolves.
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 
in rheumatoid arthritis (RA) patients 50 years of age 
and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis 
factor (TNF) blocker treatment, a higher rate of 
all-cause mortality, including sudden cardiovascular 
death, was observed with the JAK inhibitor. Consider 
the benefits and risks for the individual patient prior 
to initiating or continuing therapy with OPZELURA.

MALIGNANCIES
Malignancies were reported in patients treated with 
OPZELURA. Lymphoma and other malignancies have 
been observed in patients receiving JAK inhibitors 
used to treat inflammatory conditions. In RA 
patients treated with an oral JAK inhibitor, a higher 
rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared 
with TNF blockers. Patients who are current or past 
smokers are at additional increased risk.
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients with a known 
malignancy (other than successfully treated 
non-melanoma skin cancers), patients who develop a 
malignancy when on treatment, and patients who are 
current or past smokers.
Non-melanoma skin cancers, including basal cell 
and squamous cell carcinoma, have occurred in 
patients treated with OPZELURA. Perform periodic 
skin examinations during OPZELURA treatment and 
following treatment as appropriate. Exposure to 
sunlight and UV light should be limited by wearing 
protective clothing and using broad-spectrum 
sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS 
(MACE)
In RA patients 50 years of age and older with 
at least one cardiovascular risk factor treated 
with an oral JAK inhibitor, a higher rate of major 
adverse cardiovascular events (MACE) (defined as 
cardiovascular death, myocardial infarction, and 
stroke), was observed when compared with TNF 
blockers. Patients who are current or past smokers 
are at additional increased risk. Discontinue 
OPZELURA in patients who have experienced a 
myocardial infarction or stroke. 

44-WEEK EXTENSION DATA3

•  Included upper respiratory tract infection, 
nasopharyngitis, headache, bronchitis, 
influenza, rhinitis, atopic dermatitis, and asthma

•  As defined by an IGA score of 0 or 1, with 
as-needed use of OPZELURA™ at Week 52

•  TRuE-AD1: 79.3% completion (n=430/542)
•  TRuE-AD2: 75.7% completion (n=401/530)

•  In patients who switched from vehicle 
to OPZELURA™

Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients who are current or 
past smokers and patients with other cardiovascular 
risk factors. Patients should be informed about the 
symptoms of serious cardiovascular events and the 
steps to take if they occur. Discontinue OPZELURA 
in patients that have experienced a myocardial 
infarction or stroke.
THROMBOSIS
Thromboembolic events were observed in trials 
with OPZELURA. Thrombosis, including pulmonary 
embolism (PE), deep venous thrombosis (DVT), and 
arterial thrombosis have been reported in patients 
receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions 
were serious and some resulted in death. In RA 
patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK 
inhibitor, a higher rate of thrombosis was observed 
when compared with TNF blockers. Avoid OPZELURA 
in patients at risk. If symptoms of thrombosis occur, 
discontinue OPZELURA and treat appropriately.
Thrombocytopenia, Anemia, and Neutropenia
Thrombocytopenia, anemia, and neutropenia 
were reported in the clinical trials with OPZELURA. 
Consider the benefits and risks for individual patients 
who have a known history of these events prior to 
initiating therapy with OPZELURA. 

Perform CBC monitoring as clinically indicated. 
If signs and/or symptoms of clinically significant 
thrombocytopenia, anemia, and neutropenia occur, 
patients should discontinue OPZELURA.
Lipid Elevations
Treatment with oral ruxolitinib has been associated 
with increases in lipid parameters including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, 
and triglycerides.
Adverse Reactions
In 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 the 
following pages.

OPZELURA is a trademark of Incyte. 
Incyte and the Incyte logo are registered trademarks of Incyte. 
© 2022, Incyte Corporation. MAT-OPZ-01158 10/22

AD, atopic dermatitis; BID, twice per day; BSA, body surface area; TEAE, treatment-emergent adverse event; TRuE-AD, Topical 
Ruxolitinib Evaluation in AD.
References: 1. VANTAGE Fingertip Formulary. September 2022. 2. OPZELURA™ (ruxolitinib) cream. Prescribing Information. Incyte 
Corporation. 3. Papp K et al. Presented at: RAD 2021 June 13, 2021; virtual meeting.

Study Design
• Patients initially randomized to the OPZELURA™ TRuE-AD clinical trials remained on their regimen
• Patients initially randomized to vehicle were rerandomized 1:1 to ruxolitinib cream 0.75% or OPZELURA™
• Patients self-evaluated active AD lesions and treated as needed BID (up to 20% BSA)a

• Study visits occurred every 4 weeks
Data from the 44-week extension are not included in the Prescribing Information 
for OPZELURA™. Data were reported as observed. Therefore, no conclusions of 
efficacy or safety should be made based on these results. Not all patients who 
completed the initial study period of the TRuE-AD clinical trials enrolled in the 
extension period. OPZELURA™ is for short term and noncontinuous use only.
a Patients were instructed to stop treatment 3 days after lesion clearance and restart treatment again at the 
first sign of recurrence. If new lesions were extensive or appeared in new areas, patients were instructed to 
contact the investigator to determine if an unscheduled additional visit was needed. Rescue treatment was 
not permitted.

bIncludes patients who received ≥1 dose of OPZELURA™ in the vehicle control and/or extension period.

View the data

COMMON TEAEs
occurred in ≥2% of patientsb

>70% of remaining patients had
CLEAR OR ALMOST CLEAR SKIN at Week 52

Reduced mean total 
AFFECTED BSA

 of patients ENTERING THE EXTENSION 
PERIOD completed 44 weeks of

as-neededa treatment with OPZELURA™
>75%
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Information, including Boxed Warning, on the 
following pages.
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Study Design
• Patients initially randomized to the OPZELURA™ TRuE-AD clinical trials remained on their regimen
• Patients initially randomized to vehicle were rerandomized 1:1 to ruxolitinib cream 0.75% or OPZELURA™
• Patients self-evaluated active AD lesions and treated as needed BID (up to 20% BSA)a

• Study visits occurred every 4 weeks
Data from the 44-week extension are not included in the Prescribing Information 
for OPZELURA™. Data were reported as observed. Therefore, no conclusions of 
efficacy or safety should be made based on these results. Not all patients who 
completed the initial study period of the TRuE-AD clinical trials enrolled in the 
extension period. OPZELURA™ is for short term and noncontinuous use only.
a Patients were instructed to stop treatment 3 days after lesion clearance and restart treatment again at the 
first sign of recurrence. If new lesions were extensive or appeared in new areas, patients were instructed to 
contact the investigator to determine if an unscheduled additional visit was needed. Rescue treatment was 
not permitted.

bIncludes patients who received ≥1 dose of OPZELURA™ in the vehicle control and/or extension period.

View the data
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IMPORTANT SAFETY INFORMATION (cont)
SERIOUS INFECTIONS (cont)
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 inflammatory conditions. 
Consider evaluating patients for latent and active 
TB infection prior to administration of OPZELURA. 
During OPZELURA use, monitor patients for the 
development of signs and symptoms of TB.
Viral reactivation, including cases of herpes virus 
reactivation (e.g., herpes zoster), were reported in 
clinical trials with Janus kinase inhibitors used to treat 
inflammatory conditions including OPZELURA. If a 
patient develops herpes zoster, consider interrupting 
OPZELURA treatment until the episode resolves.
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 
in rheumatoid arthritis (RA) patients 50 years of age 
and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis 
factor (TNF) blocker treatment, a higher rate of 
all-cause mortality, including sudden cardiovascular 
death, was observed with the JAK inhibitor. Consider 
the benefits and risks for the individual patient prior 
to initiating or continuing therapy with OPZELURA.

MALIGNANCIES
Malignancies were reported in patients treated with 
OPZELURA. Lymphoma and other malignancies have 
been observed in patients receiving JAK inhibitors 
used to treat inflammatory conditions. In RA 
patients treated with an oral JAK inhibitor, a higher 
rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared 
with TNF blockers. Patients who are current or past 
smokers are at additional increased risk.
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients with a known 
malignancy (other than successfully treated 
non-melanoma skin cancers), patients who develop a 
malignancy when on treatment, and patients who are 
current or past smokers.
Non-melanoma skin cancers, including basal cell 
and squamous cell carcinoma, have occurred in 
patients treated with OPZELURA. Perform periodic 
skin examinations during OPZELURA treatment and 
following treatment as appropriate. Exposure to 
sunlight and UV light should be limited by wearing 
protective clothing and using broad-spectrum 
sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS 
(MACE)
In RA patients 50 years of age and older with 
at least one cardiovascular risk factor treated 
with an oral JAK inhibitor, a higher rate of major 
adverse cardiovascular events (MACE) (defined as 
cardiovascular death, myocardial infarction, and 
stroke), was observed when compared with TNF 
blockers. Patients who are current or past smokers 
are at additional increased risk. Discontinue 
OPZELURA in patients who have experienced a 
myocardial infarction or stroke. 

44-WEEK EXTENSION DATA3

•  Included upper respiratory tract infection, 
nasopharyngitis, headache, bronchitis, 
influenza, rhinitis, atopic dermatitis, and asthma

•  As defined by an IGA score of 0 or 1, with 
as-needed use of OPZELURA™ at Week 52

•  TRuE-AD1: 79.3% completion (n=430/542)
•  TRuE-AD2: 75.7% completion (n=401/530)

•  In patients who switched from vehicle 
to OPZELURA™

Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients who are current or 
past smokers and patients with other cardiovascular 
risk factors. Patients should be informed about the 
symptoms of serious cardiovascular events and the 
steps to take if they occur. Discontinue OPZELURA 
in patients that have experienced a myocardial 
infarction or stroke.
THROMBOSIS
Thromboembolic events were observed in trials 
with OPZELURA. Thrombosis, including pulmonary 
embolism (PE), deep venous thrombosis (DVT), and 
arterial thrombosis have been reported in patients 
receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions 
were serious and some resulted in death. In RA 
patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK 
inhibitor, a higher rate of thrombosis was observed 
when compared with TNF blockers. Avoid OPZELURA 
in patients at risk. If symptoms of thrombosis occur, 
discontinue OPZELURA and treat appropriately.
Thrombocytopenia, Anemia, and Neutropenia
Thrombocytopenia, anemia, and neutropenia 
were reported in the clinical trials with OPZELURA. 
Consider the benefits and risks for individual patients 
who have a known history of these events prior to 
initiating therapy with OPZELURA. 

Perform CBC monitoring as clinically indicated. 
If signs and/or symptoms of clinically significant 
thrombocytopenia, anemia, and neutropenia occur, 
patients should discontinue OPZELURA.
Lipid Elevations
Treatment with oral ruxolitinib has been associated 
with increases in lipid parameters including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, 
and triglycerides.
Adverse Reactions
In 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 the 
following pages.
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AD, atopic dermatitis; BID, twice per day; BSA, body surface area; TEAE, treatment-emergent adverse event; TRuE-AD, Topical 
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Study Design
• Patients initially randomized to the OPZELURA™ TRuE-AD clinical trials remained on their regimen
• Patients initially randomized to vehicle were rerandomized 1:1 to ruxolitinib cream 0.75% or OPZELURA™
• Patients self-evaluated active AD lesions and treated as needed BID (up to 20% BSA)a

• Study visits occurred every 4 weeks
Data from the 44-week extension are not included in the Prescribing Information 
for OPZELURA™. Data were reported as observed. Therefore, no conclusions of 
efficacy or safety should be made based on these results. Not all patients who 
completed the initial study period of the TRuE-AD clinical trials enrolled in the 
extension period. OPZELURA™ is for short term and noncontinuous use only.
a Patients were instructed to stop treatment 3 days after lesion clearance and restart treatment again at the 
first sign of recurrence. If new lesions were extensive or appeared in new areas, patients were instructed to 
contact the investigator to determine if an unscheduled additional visit was needed. Rescue treatment was 
not permitted.

bIncludes patients who received ≥1 dose of OPZELURA™ in the vehicle control and/or extension period.

View the data

COMMON TEAEs
occurred in ≥2% of patientsb

>70% of remaining patients had
CLEAR OR ALMOST CLEAR SKIN at Week 52

Reduced mean total 
AFFECTED BSA

 of patients ENTERING THE EXTENSION 
PERIOD completed 44 weeks of

as-neededa treatment with OPZELURA™
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IMPORTANT SAFETY INFORMATION (cont)
SERIOUS INFECTIONS (cont)
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 inflammatory conditions. 
Consider evaluating patients for latent and active 
TB infection prior to administration of OPZELURA. 
During OPZELURA use, monitor patients for the 
development of signs and symptoms of TB.
Viral reactivation, including cases of herpes virus 
reactivation (e.g., herpes zoster), were reported in 
clinical trials with Janus kinase inhibitors used to treat 
inflammatory conditions including OPZELURA. If a 
patient develops herpes zoster, consider interrupting 
OPZELURA treatment until the episode resolves.
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 
in rheumatoid arthritis (RA) patients 50 years of age 
and older with at least one cardiovascular risk factor 
comparing an oral JAK inhibitor to tumor necrosis 
factor (TNF) blocker treatment, a higher rate of 
all-cause mortality, including sudden cardiovascular 
death, was observed with the JAK inhibitor. Consider 
the benefits and risks for the individual patient prior 
to initiating or continuing therapy with OPZELURA.

MALIGNANCIES
Malignancies were reported in patients treated with 
OPZELURA. Lymphoma and other malignancies have 
been observed in patients receiving JAK inhibitors 
used to treat inflammatory conditions. In RA 
patients treated with an oral JAK inhibitor, a higher 
rate of malignancies (excluding non-melanoma 
skin cancer (NMSC)) was observed when compared 
with TNF blockers. Patients who are current or past 
smokers are at additional increased risk.
Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients with a known 
malignancy (other than successfully treated 
non-melanoma skin cancers), patients who develop a 
malignancy when on treatment, and patients who are 
current or past smokers.
Non-melanoma skin cancers, including basal cell 
and squamous cell carcinoma, have occurred in 
patients treated with OPZELURA. Perform periodic 
skin examinations during OPZELURA treatment and 
following treatment as appropriate. Exposure to 
sunlight and UV light should be limited by wearing 
protective clothing and using broad-spectrum 
sunscreen.
MAJOR ADVERSE CARDIOVASCULAR EVENTS 
(MACE)
In RA patients 50 years of age and older with 
at least one cardiovascular risk factor treated 
with an oral JAK inhibitor, a higher rate of major 
adverse cardiovascular events (MACE) (defined as 
cardiovascular death, myocardial infarction, and 
stroke), was observed when compared with TNF 
blockers. Patients who are current or past smokers 
are at additional increased risk. Discontinue 
OPZELURA in patients who have experienced a 
myocardial infarction or stroke. 

44-WEEK EXTENSION DATA3

•  Included upper respiratory tract infection, 
nasopharyngitis, headache, bronchitis, 
influenza, rhinitis, atopic dermatitis, and asthma

•  As defined by an IGA score of 0 or 1, with 
as-needed use of OPZELURA™ at Week 52

•  TRuE-AD1: 79.3% completion (n=430/542)
•  TRuE-AD2: 75.7% completion (n=401/530)

•  In patients who switched from vehicle 
to OPZELURA™

Consider the benefits and risks for the individual 
patient prior to initiating or continuing therapy with 
OPZELURA, particularly in patients who are current or 
past smokers and patients with other cardiovascular 
risk factors. Patients should be informed about the 
symptoms of serious cardiovascular events and the 
steps to take if they occur. Discontinue OPZELURA 
in patients that have experienced a myocardial 
infarction or stroke.
THROMBOSIS
Thromboembolic events were observed in trials 
with OPZELURA. Thrombosis, including pulmonary 
embolism (PE), deep venous thrombosis (DVT), and 
arterial thrombosis have been reported in patients 
receiving JAK inhibitors used to treat inflammatory 
conditions. Many of these adverse reactions 
were serious and some resulted in death. In RA 
patients 50 years of age and older with at least one 
cardiovascular risk factor treated with an oral JAK 
inhibitor, a higher rate of thrombosis was observed 
when compared with TNF blockers. Avoid OPZELURA 
in patients at risk. If symptoms of thrombosis occur, 
discontinue OPZELURA and treat appropriately.
Thrombocytopenia, Anemia, and Neutropenia
Thrombocytopenia, anemia, and neutropenia 
were reported in the clinical trials with OPZELURA. 
Consider the benefits and risks for individual patients 
who have a known history of these events prior to 
initiating therapy with OPZELURA. 

Perform CBC monitoring as clinically indicated. 
If signs and/or symptoms of clinically significant 
thrombocytopenia, anemia, and neutropenia occur, 
patients should discontinue OPZELURA.
Lipid Elevations
Treatment with oral ruxolitinib has been associated 
with increases in lipid parameters including total 
cholesterol, low-density lipoprotein (LDL) cholesterol, 
and triglycerides.
Adverse Reactions
In 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 the 
following pages.

OPZELURA is a trademark of Incyte. 
Incyte and the Incyte logo are registered trademarks of Incyte. 
© 2022, Incyte Corporation. MAT-OPZ-01158 10/22

AD, atopic dermatitis; BID, twice per day; BSA, body surface area; TEAE, treatment-emergent adverse event; TRuE-AD, Topical 
Ruxolitinib Evaluation in AD.
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Study Design
• Patients initially randomized to the OPZELURA™ TRuE-AD clinical trials remained on their regimen
• Patients initially randomized to vehicle were rerandomized 1:1 to ruxolitinib cream 0.75% or OPZELURA™
• Patients self-evaluated active AD lesions and treated as needed BID (up to 20% BSA)a

• Study visits occurred every 4 weeks
Data from the 44-week extension are not included in the Prescribing Information 
for OPZELURA™. Data were reported as observed. Therefore, no conclusions of 
efficacy or safety should be made based on these results. Not all patients who 
completed the initial study period of the TRuE-AD clinical trials enrolled in the 
extension period. OPZELURA™ is for short term and noncontinuous use only.
a Patients were instructed to stop treatment 3 days after lesion clearance and restart treatment again at the 
first sign of recurrence. If new lesions were extensive or appeared in new areas, patients were instructed to 
contact the investigator to determine if an unscheduled additional visit was needed. Rescue treatment was 
not permitted.

bIncludes patients who received ≥1 dose of OPZELURA™ in the vehicle control and/or extension period.

View the data
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OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Data

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

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

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



OPZELURA™ (ruxolitinib) cream, for topical use

Brief Summary of FULL PRESCRIBING INFORMATION

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

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

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

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

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

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

opportunistic pathogens.

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

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

Data

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

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

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

T
he fundamental purpose of most types of insurance is 
to protect businesses and people from the dire financial 
consequences of rare and expensive events. Car insurance 
doesn’t pay for oil changes or new wiper blades. It covers 
damage caused by accidents that happen, perhaps, once 
every ten years, if that, for good drivers. Homeowner’s 

insurance protects against the fire that is, more likely than not,  
never going to happen

Health insurance is different. Part of it does function like other 
types of insurance. Health insurance protects people against the 
rare, catastrophic medical expense from, say, a long hospitalization 
or a sudden, serious medical event, such as a heart attack or 
stroke. But most health insurance benefits are also designed to 
cover healthcare’s oil changes — routine trips to the doctor and 
preventive care — and its brake jobs — care from a specialist.

As we discuss in this issue’s cover story, coverage that has  
high deductibles — often paired with a tax-advantaged health 
savings account — is one way that insurers and employers have 
tried to cope with healthcare costs. The thinking has been that 
if people have “skin in the game,” they are more likely to be more 
selective, discerning users of healthcare. The pluses and minuses 
of high-deductible health plans are debatable. But it’s clear that 
they are hardly a panacea. The cost burden of the deductible is 
considerable for many individuals and families. Even with health 
savings accounts, high deductibles can lead to people forgoing 
needed care. 

Now insurers, including some of the largest companies such 
as UnitedHealth Group, are selling so-called alternative health 
plans. Instead of depending on skin in the game, they are creating 
networks of high-value providers — those with track records of 
delivering cost-effective care. Some plans also dial patient costs 
up and down to provide a financial incentive for people to use the 
higher value providers.

High-deductible health plans aren’t going away, and we’ll see 
if the alternative health plans can live up to their billing. The 
networks may be too limited and the financial incentives, not 
strong enough. Regardless, it is good to see innovation in health 
insurance and a new choice entering the market. 

Getting health insurance 100% right may be one of those forever 
problems that can never be fully solved. That’s all the more reason 
to keep on trying. 

Mike Hennessy Jr.
President and CEO
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� e 21st century healthcare recipe:

Perry Cohen, Pharm.D., CEO of 
� e Pharmacy Group, shared his 
thoughts recently on the current 
state of U.S. healthcare and the 
management of pharmacy costs. 
Cohen has decades of experience 
in managed care and has been 
on the editorial advisory board 
of  Managed Healthcare Execu-
tive® since 1994. 

� is transcript was edited 
for clarity and length.

  We’re almost a quarter 
done with the 21st century. That’s 
remarkable. What you are thinking 
about in terms of managing pharmacy 
these days — whether you see one or 
two overarching themes or threads 
through your career. 

I always start with the paradigm of 
are we talking about the delivery of 
healthcare or about the � nancing 
of healthcare — and underneath 
those, where does pharmacy � t in 
and how does pharmacy a� ect total 
cost of care? Even that phrase, total 
cost of care, is now coming out of 
the mouths of employers. Employ-
ers are looking at the total cost of 
care, not just unit cost of compo-
nents. And I think it’s time that we 
integrate care more, and (consider) 
the role that technology can play to 
facilitate that. So that’s one trend.

But I think an equally important 
force these days is how consumers 
choose what they use in healthcare 
and what they’re willing to pay for. 

� e key component that’s 
di� erent now than all that I’ve seen 
in all my years in healthcare is the 
impact of digital health — the fact 
that all of us have these little things 
called smartphones. � is is the 
main invention of the past 100 years 
that empowers the consumer to do 
so many things, whether it’s making 
a phone call, taking a picture or 
listening to music, or buying a 

prescription drug or making an 
appointment with a doctor. It’s 
right there in your hand, and 
everybody’s got one. So, I think 
that’s really going to be the 
main driver. 

  The consumer has this 
powerful computer in their hands. 
They still are going to depend on 
the doctor for deciding which drug 
to take, right? And their insurance 
plan will have a network that 
will guide them, probably, to a 
particular pharmacy or a chain of 
pharmacies. Is the consumer really 
in the driver’s seat? 

I think the consumer can be in 
the driver’s seat if they want to 
be. � ey’re going to have more 

information served up to them in 
a way that they’ll digest, and then 
they’ll act. 

I just had a medical procedure 
last week, and they sent me a text 
that said I can go to my chart and 
get the results. So that gives me the 
access to information — just touch 
the screen and there it is. 

� e other thing that is important 
in today’s world, especially, is the 
information coming from a trusted 
source. I think the physician is go-
ing to be more important than ever, 

A conversation with Perry Cohen, Pharm.D.

Consumer-centric, smartphone-enabled, specialty 
drug-driven. Serve with a focus on total cost of care.

Cohen

Continued on page 12
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because the physician has always 
been a trusted source with patients. 

  Interesting. Let’s explore the 
issue of specialty drugs. Roughly 5% 
of patients account for about half 
of the drug spend. So how has that 
affected management of pharmaceutical 
spending? Are the tools the same? Or 
does it require a whole different way of 
thinking about things — and new tools, 
maybe? 

Well, it’s both. The PBM (pharmacy 
benefit management) industry, 
which started about 30 years ago, 
was created to get data and dis-
counts for the cost of the pharmacy 
benefit for employers — let’s carve 
it out, let’s manage it separately and 
let’s drill down. They got savings, 
they got data, they knew what 
their costs were. And it added a 
lot of value for about 15 years, and 
employers just ate it all up.

Then you got to about 2005 and 
employers were like, what’s next? 
Medicare came out with Part D. So 
that kept us busy in that time frame. 

Meanwhile, the pharmaceuti-
cal companies — let’s bring them 
into the picture — they’re in their 
laboratories trying to cure diseases 
and make our lives better. They had 
done a lot with diseases that affect 
large populations — diabetes, asth-
ma, hypertension. Now they start 
moving down the food chain to 
what I call niche diseases, diseases 
that affect thousands or tens of 
thousands of people, not millions. 

The math is pretty simple for 
pharma. If it costs me X amount 
to develop the drug and there (are) 
only so many people that take it, I 
do the math, there’s the price. These 
drugs started coming out, $10,000 a 
year, $50,000 a year. Now there are 
drugs that cost $100,000 a year and 
much more than that. 

What’s the role of the pharma-
cist with this new technology that’s 
really expensive? 

Well, we have to have more effi-
cient dispensing systems. And we 
have to embrace precision medi-
cine, companion diagnostics, mass 
customization, individual services 
— in the patient’s home. And what’s 
going to help us do that? Technolo-
gy, data sets, tracking, communicat-
ing to make this happen. 

  Is there a struggle going on for 
control of management of the specialty 
pharmacy spend?

Yes, absolutely. The PBMs think 
they’re entitled to it. 

A lot of those drugs are covered 
under the medical benefits. The  
pharmacy benefit managers say, 
we’re going to do medical benefit 
management as well because we’re 
the biggest and the brightest. 

Well, I couldn’t disagree more. I 
think there (are) going to be a lot of 
boutique entrepreneurial com-
panies and local markets that are 
going to take these niche patients. 

I’m not just talking about spe-
cialty pharmacies, because that’s 
delivery. Specialty pharmacies don’t 
think about population health. 
But if you think of a geographic 
market, and I’m going to deal with 
all the hemophiliacs in Los Angeles 
County, and that’s my business, now 
we’re talking. 

  So, do you see then the 
emergence of niche PBMs organized 
around particular diseases treated with 
high-priced drugs?

Yes, but I wouldn’t call them PBMs. 
To me, PBMs have served their 
purpose. They’re not going away. All 
the smaller PBMs are just trading 
lives with the big PBMs. They are 
forcing everybody to improve their 
service level. 

Drugs under the medical benefit, 
specialty drugs that are expensive 
— they need different data sets and 
practices that are more customized 
to individuals.

“The pharmacy benefit managers say, we’re 
going to do medical benefit management 
as well because we’re the biggest and the 
brightest. Well, I couldn’t disagree more.” 

A conversation with Perry Cohen, Pharm.D.

Continued from page 11
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  What would you call these new 
entities? They’re not PBMs. What’s the name 
of this new beast?

Well, I have a company* that I do on 
the side, and we call it patient support-
ive care — that we’re supporting the 
patient, in the care they need, because 
we’re dealing with total cost of care and 
one of the things we have in our toolbox 
are the drugs. 

Total cost of care. What’s the role 
of the pharmacist and the physician? 
Where do drugs fit in? It’s a different 
paradigm. Just like 30 years ago, when 
employers said they want to carve 
out the drug benefit and manage it 
separately, and a whole industry came 
out of that, called PBMs, this is the 
beginning of a new industry, a new look 
at total cost of care, and how things fit 
into that. 

  We’re about out of time. Quick, Mark 
Cuban and his CostPlus pharmacy — big 
deal, medium deal or small potatoes?

I think it’s a medium deal because it’s 
disruptive. Just like Amazon disrupted 
the pharmacy chains to change how 
they do things and use mail order, Mark 
Cuban is causing the generic drug 
industry to change and I think, getting 
the attention of Big Pharma. 

To the degree that payers work 
with Mark Cuban and PBMs work 
with Mark Cuban, it will help drive 
change. But the tipping point for Mr. 
Cuban is probably five years from 
today. I hope he has the patience and 
the capital to keep driving it.   

*Cohen founded MedAppropriate in 2017.
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By FRANÇOIS DE BRANTES

I
t will have taken an act of 
Congress to cause this tectonic 
shift in the industry. Perhaps 
nothing else would have 
worked to force the change. 
� e forces and interests in 
American healthcare are too 

entrenched for it to have happened 
otherwise. One can never underes-
timate the staying power of inertia.

� e act to which I’m referring is 
the Consolidated Appropriations 
Act, 2021. It has two parts that are 
responsible for what I see as a major 
in� ection point in the management, 
delivery and payment of U.S. health-
care. � e � rst, the No Surprises Act, 
results in some important protec-
tions from overbilling for patients, 
but in the biggest picture is probably 
less disruptive. � e second, Trans-
parency in Coverage, is not.

Taken together, they are forcing 
a fundamental reckoning of the ma-
jor actors in the industry — provid-
ers, payers and intermediaries. Let’s 
brie� y examine how.

Proprietary no more
As of July 1, 2022, all hospitals and 
all commercial payers — whether 
they are large carriers or small 
third-party administrators — have 
had to fully disclose their nego-
tiated rates. For hospitals, that 
disclosure has been limited to 
certain services. But for payers, 
it’s all services and all providers. 
� e result has been petabytes of 
information. Although the � les are 
unwieldy and lack context, they are 
accurate, comprehensive. Many 
organizations, from large academic 
institutions to startups, have been 
busy downloading and unpacking 

them. Some are o� ering outputs 
and analysis ( for a price) to anyone 
who wants (or can a� ord) them. 

� e upshot is that there are ways 
to see the price of any service that’s 
contracted between any given payer 
and any given provider. Gone are 
the days when health plans and 
providers were claiming that all this 
information was highly con� dential, 
proprietary and subject to various 
nondisclosure clauses in contracts.

Heightened scrutiny 
Self-insured employers have nom-
inally been the � duciary for their 
health plan, but many have (wrong-
fully) thought that this duty was 
transferred over to their health plan 
administrator as part of the admin-
istrative-services-only contract. � e 
Transparency in Coverage portion 
of the Consolidated Appropriations 
Act makes employers’ � duciary 
obligations very clear, with several 
layers of obligations. � ese include 
an obligation to be prudent in 
the contracting of services and 
ensuring that the prices paid are 
competitive, the banning of all gag 
clauses and other con� dentiality 
agreements that would prevent the 
employer from disclosing health-
care prices to its covered plan mem-
bers, and a requirement to have any 
broker or bene� t consultant used 
fully disclose all direct and indirect 
fees that they collect as part of their 
engagement with the employer. 

Starting this year, employers 
began having to disclose to plan 
members the price the plan mem-
ber will pay for certain services. 
Over the next two years, this obliga-
tion expands greatly to all services, 

bundled and not, and across all 
providers in the plan’s network. 
� ese changes have bubbled up as 
concerns into parts of employer 
C-suites that have never been in-
volved in the oversight or manage-
ment of employee health coverage. 
Chief � nancial o�  cers, chief legal 
o�  cers and any number of com-
pliance o�  cers are, appropriately, 
asking a lot of pointed questions, 
not least of which is whether the 
bene� ts managers know whether 
the company — and its plan and 
plan members — are getting value 
for the money spent.

Healthcare insiders know that 
prices vary, but by how much has 
remained hidden. Not anymore. In-
siders also know that some brokers 
and bene� ts consultants have had 
con� icts of interest tied to commis-
sions they receive. � ose con� icts 
are now seeing the light of day. 
Another known secret: Most health 
bene� ts are structured in a way 
that punishes those who are sick, 
especially people with chronic ill-
nesses. All plan members are about 
to � nd out how much really comes 
out of their pockets and how much 
it varies by physician, hospital and 
health system.

� e foundation on which health 
plans, providers, brokers and 
others have built their businesses is 
starting to shake and will be shak-
ing a lot harder in the months to 
come. Some will crumble. Others, 
reformed and better, will rise. 

Shedding light on healthcare’s dark arts 

François de Brantes is a member of the 
Managed Healthcare Executive ® editorial 
advisory board and senior partner at High Value 
Care Incentives Advisory Group LLC. 

Opinion
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“MEDICAL WORLD NEWS DEEP DIVE”™

PD-L1 as a biomarker

Aaron J. Franke, M.D., of University of Florida Health, discussed 
PD-L1 (programmed death-ligand 1) as a biomarker to guide 
immunotherapy choices for treatment of non-small cell lung cancer.

https://www.medicalworldnews.com/view/eep-dive-into-pd-l1-in-the-treatment-of-nsclc

“WELLBEING CHECKUP”™

Alternatives to opioids

Hernan Bazan, M.D., a vascular surgeon at the Ochsner Health 
System in southeastern Louisiana and CEO and co-founder of South 
Rampart Pharma, a company developing a nonopioid pain reliever, 
spoke about chronic pain, the dangers of opioids and the next 
generation of therapies for pain.

https://www.medicalworldnews.com/view/wellbeing-checkup-hope-for-chronic-pain

“AFTER HOURS”™

Love of hunting and fi shing

Patrick I. Borgen, M.D., chair of surgery department at Maimonides 
Medical Center in Brooklyn, New York, discussed with Gina Mauro, 
MJH Life Sciences® vice president, editorial content, how growing 
up in south Louisiana and not being a wealthy family led to his love 
of hunting and fi shing. 

https://www.medicalworldnews.com/view/after-hours-hunting-and-fi shing

Medical World News™ is a fi rst-of-its-kind, 24-hour streaming 
network for healthcare professionals, by healthcare professionals. 
The site provides video editorial content on cutting-edge topics 
in healthcare as well as stories about the well-being practices 
of healthcare professionals and their interests outside  
work. The videos are available as a livestream and on 
demand for all healthcare stakeholders. News, 
insight, human interest — you will fi nd it all 
on Medical World News™.
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Formulary Watch ® (www.formularywatch.com) is a website affi liated with Managed Healthcare Executive ®
that covers formularies, pharmacy benefi t management companies, drug approvals and other matters related to 
medications, their prices and insurance coverage.

Denise Myshko is the editor in charge of Formulary Watch ®. Have a tip, some news or a suggestion for a topic 
that Formulary Watch ® should cover? Please drop Denise a line at dmyshko@mjhlifesciences.com.

Below are two articles, edited for length, that were recently posted on Formulary Watch ®.

The median wholesale acquisition cost (WAC) for brand drugs 
jumped 5% in January as pharma manufacturers have raised 
prices on about 450 medications, according to early data from 
46brooklyn Research, a nonprofi t drug pricing research and 
education fi rm in Dayton, Ohio. 

When utilization is factored in, this year’s price increases 
may have less of an effect on some payers than last year’s. 
The weighted overall average WAC price increase for all drugs 
based on Medicaid utilization so far in 2023 is 1.3% compared 
with a 5.1% increase in 2022. 

The biggest list price percentage increase was 26.8% 
for GE HealthCare’s Omnipaque (iohexol) solution, an oral 
contrast medium used in CT scans and X-ray imaging. There 
were shortages of Omnipaque last year because COVID-19 
restrictions led to the shutdown of GE’s manufacturing facility. 
The biggest price decline was a 70.2% drop in the list price of 
Amneal Pharmaceuticals’ Lyvispah (baclofen), which is used to 
treat muscle stiffness and pain in people with multiple sclerosis.

“While it’s tough to pinpoint exact reasons for these types 
of swings, we know that Omnipaque has had a number of 
supply challenges over the past year,” Antonio Ciaccia, CEO 
of 46brooklyn, said in an interview. “In the face of increased 
demand amid a prolonged period of shortages, it doesn’t 
surprise me that prices go up in an effort to fi ll the void.”

The other price increases included a 6% jump in the price of 
Pfi zer’s Xeljanz (tofacitinib) and a 7.9% hike in the price of two 
other Pfi zer products, Ibrance (palbociclib) and Xalkori (crizotinib). 

Bristol Myers Squibb raised the price of two CAR-T 
therapies, Abecma (idecabtagene vicleucel) and Breyanzi 
(lisocabtagene maraleucel), by 9%. The price increase is the 

fi rst since they were launch in the fi rst quarter 
of 2021, “bringing them to list prices comparable 
with other available CAR-T therapies in the 
market,” said a company spokesperson. 

Under its accelerated approval process, the FDA approved 
Biogen/Eisai Co. Ltd.’s second Alzheimer’s disease 
medication, lecanemab, which is being sold under the 
brand name Leqembi. The companies have submitted a 
supplemental biologics license application for full approval 
based on the Clarity AD phase 3 confi rmatory trial.

Results from the phase 2 trial generated some excitement 
because they showed that the drug slowed cognitive decline. 

Results of the phase 3 Clarity AD trial reported in 
the Jan. 5, 2023, issue of the New England Journal of 
Medicine showed a 45% difference in the cognitive 
decline of people randomly assigned to take Leqembi 
compared with those assigned to a placebo. The results 
also showed that 14% of people in the treatment group 
had a serious side effect compared to 11.3% of those in 
the placebo group.

Biogen, a Cambridge, Massachusetts, company, and 
Eisai, a Japanese company, set the WAC of Leqembi 
so that the cost of treating the average patient will be 
$26,500 a year. That’s below the estimated $37,600 
annual quantifi ed societal value calculated by Eisai but 
higher than the range of $8,500 to $20,600 suggested by 
the Institute for Clinical and Economic Review (ICER) in a 
draft report issued in December 2012.

The accelerated approval was based on a surrogate 
marker: the ability to reduce amyloid beta plaque in the 
brain. However, ICER analysts remain uncertain about 
using amyloid removal as a marker for clinical benefi t 
in Alzheimer’s disease. Using amyloid clearance as a 
marker has been controversial since the companies’ 
fi rst Alzheimer’s therapy, Aduhelm (aducanumab), 
received accelerated approval in June 2021 after an 

FDA advisory committee voted against 
it. Aduhelm initially launched at a price 
of $56,000, but Biogen has since cut that 
in half. 

Drugmakers start 
2023 with price hikes

FDA approves new 
Alzheimer’s drug, Leqembi
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For medically complex patients, access to the right care 
team after a hospital stay is an essential part of recovery. 
At Kindred Hospitals, patients receive continued acute 
care from a team of experts.

Interdisciplinary teams of physicians and respiratory and 
rehabilitation therapists specialize in treating medically 
complex conditions, making Kindred an effective and 
efficient care partner for a challenging patient population.

Trusted
Partner.

Daily Physician Oversight • ICU/CCU-Level Staffing
Disease-Specific Certification from 

The Joint Commission

To request a conversation 
about how Kindred 
Hospitals’ level of service can 
help manage your critically 
complex patients, visit 
kindredmanagedcare.com
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Chief Healthcare Executive ®, a sibling publication of Managed Healthcare Executive ®, 
covers issues facing hospitals and health systems. The digital outlet publishes news, 
features and analysis each day. 

Ron Southwick is the editor of Chief Healthcare Executive ®. If you have a news tip or a 
story idea, email him at rsouthwick@mjhlifesciences.com. You can also subscribe to 
Chief Healthcare Executive ®’s  free newsletter to get top stories delivered directly to 
your inbox.

What follows are two stories that recently appeared in Chief Healthcare Executive ®.

Ben Maxwell, M.D., speaks with disbelief when he describes 
the dramatic surge in young people coming to Rady Children’s 
Hospital-San Diego for mental health emergencies.

In 2011, Rady Children’s saw fewer than 200 patients 
in the emergency department for psychiatric crises, said 
Maxwell, the interim director of child and adolescent 
psychiatry at the children’s hospital. Last year, more than 
20 times that number, or 4,700 young patients, were 
seen for psychiatric emergencies, Maxwell told Chief 
Healthcare Executive®. “It’s beyond unprecedented,” said 
Maxwell. “We now see in a busy week what we used to 
see in an entire year. It’s a tsunami of patients slipping 
through the cracks.”

Hospitals across the country are seeing more children 
and teens showing up in emergency departments 
because of suicide attempts, overdoses and other 
behavioral crises. Doctors at children’s hospitals say 

their capacity issues have been compounded by the 
number of patients with mental health needs.

The American Academy of Pediatrics, the Children’s 
Hospital Association and more than 100 other groups signed 
a letter in October asking President Joe Biden to declare a 
national emergency due to the youth mental health crisis.

“Emergency department visits for suspected youth 
suicide attempts have increased dramatically, and those 
for eating disorders have doubled during the pandemic,” 
the letter stated.

At Rady Children’s, the inpatient beds are regularly 
at capacity, leading to longer periods in the emergency 
department. The delays are particularly troublesome for 

children and teens struggling with anxiety 
or other behavioral health issues. The 
emergency department is “not the best place 
for those kids,” Maxwell said. 

Adrienne Boissy, M.D., chief medical officer of Qualtrics, 
wants healthcare organizations to view empathy as 
something more than a luxury. “I would love to drive home 
that access to care is an empathy imperative,” Boissy told 
Chief Healthcare Executive® in a recent interview. “I don’t 
believe we will ever achieve the aspirations of respecting 
people we serve if we can’t figure out how to make sure 
people have access to care.” 

Qualtrics, coheadquartered in Provo, Utah, and Seattle, is a 
survey company. The company website pitches its services as 
creating “empathy on scale” by asking the right questions and 
responding with the right actions. 

Although many people in the U.S. put off treatment 
due to fear during the COVID-19 pandemic, patients are 
now citing cost concerns as their top reason for deferring 

healthcare, according to a Qualtrics survey. About one-third 
(31%) of respondents indicated that they postponed care 
due to the costs, whereas 17% cited pandemic-related 
health concerns. 

“I don’t think these concerns are going to go away,” Boissy 
said. “Patients have been telling us for some time that cost is 
a concern. It’s reinforcing what we know.”

She winces at the belief that people reject healthcare. 
Roughly 1 in 4 consumers (26%) didn’t pick up a prescription 
because they couldn’t afford it, according to the Qualtrics 
survey. “We need to be really careful,” said Boissy, who is 

also a neurologist with Cleveland Clinic. “It’s 
not that people don’t want care. Sometimes I 
hear that in some of our language. We need to 
be more empathic.” 

Pediatric mental health hitting hospitals

Why health systems should embrace empathy
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Discover the journey of a patient with HIV who may be at risk for MDR 
HIV. Watch this Population Health Perspective® video series, Challenges 
and Opportunities in the Management of Multi-Drug Resistant HIV to learn 
more.

In this video series, expert faculty will discuss:
• Factors contributing to MDR including MOA and adherence.
• The current standard of care for MDR HIV with a focus on unmet needs.

Eugene McCay, MD
Former Director of HIV/AIDS Prevention
Centers for Disease Control

SCAN HERE TO WATCH NOW
or visit https://bit.ly/HIVPopHealth or scan the QR code. 

Check out this video series from Population Health Perspectives®: 
Challenges and Opportunities in the Management of Multi-Drug 
Resistant HIV

Watch Now

Featuring:



Is there an alternative to the

GLAD YOU ASKED.
HEALTH PLAN?

By cutting costs for employers and reducing or eliminating 
out-of-pocket costs for employees, alternative health plans are taking 

market share from traditional insurance. The plans say they can cut 
costs by steering members to high-value providers.

FOR MORE THAN TWO DECADES, employers 
and health insurers have promoted the idea that 
healthcare consumers must have “skin in the game” 
through high-deductible health plans (HDHPs). 

HDHPs caught on quickly. But all that skin in 
the game has meant out-of-pocket costs that are so 
high that many people skip care, says Brooks Dei-
bele, enterprise sales leader for employee bene� ts at 

Holmes Murphy & Associates, an insurance broker 
in Minneapolis. In 2023, for example, someone buy-
ing a high-deductible plan on the federal market-
place that complies with A� ordable Care Act rules 
could have an annual deductible of up to $9,100. For 
a family, the deductible might be as high as $18,200, 
according to HealthCare.gov. 

But now the pendulum is swinging in the other 

 HIGH-DEDUCTIBLE

By JOSEPH BURNS
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HEALTH PLAN?
 Alternative health plans

direction, according to Deibele. A growing 
number of employers are buying so-called 
alternative health plans, many of which do not 
have high deductibles and reduce or eliminate 
copayments altogether. 

“The person making an average wage and 
facing a deductible of $5,000 or $6,000 every 
year doesn’t use the healthcare system appro-
priately,” says Deibele. “Designing a plan that 
removes some of those barriers forces people 
to become true healthcare consumers.”

Moreover, these alternative health plans 
cost employers 10% to 15% less in premiums 
than traditional coverage, according to Deibele. 
Any type of health plan that offers coverage 
for less than what traditional health insurers 
charge will be attractive to employers look-
ing to lower healthcare costs, notes Suzanne 
Delbanco, Ph.D., M.P.H., executive director of 
Catalyst for Payment Reform, a nonprofit orga-
nization in Berkeley, California,  that promotes 
value-based care. 

One way that alternative health plans keep 
costs down is by using data on the quality and 
cost of healthcare that physicians and hospitals 
provide and then adding financial incentives to 
steer members to the best and most cost-effec-
tive physicians and hospitals. Some consul-
tants, however, question whether the plans can 
yield savings over the long term.  

Yet in August 2022, UnitedHealthcare 
announced that Surest, its alternative health 
plan offering, was the fastest-growing plan 
among its self-insured employers. More than 
150 employers in 16 states were enrolled in 
Surest plans, according to UnitedHealthcare. 
Surest was previously known as Bind. Stacy 
Hintermeister, MBA, senior vice president 
of marketing for Surest, says the plan has no 
deductibles or coinsurance and that out-of-
pocket costs for employees drop by as much 
as 44%. In addition, employers save 15% on 
premiums compared with traditional health 
plans, according to Hintermeister. 

Other alternative plans include Coupe 
Health LLC, which is being offered by Blue 
Cross and Blue Shield of Minnesota. Five years 
after Coupe was founded in 2016, it acquired 
SimplePay Health, another alternative plan, 
from Holmes Murphy & Associates. Gravie, 
a health benefits company in Minneapolis, 
has an alternative plan called Comfort. And 
Centivo, an alternative health plan adminis-

trator in Buffalo, New York, says it saves its 
employer clients 15% to 30% compared with 
traditional health coverage. Employees get 
free primary care, predictable copayments and 
coverage without a deductible, according to an 
announcement from Morgan Health, a division 
of JPMorgan Chase & Co. Bloomberg News 
reported that Morgan Health has invested  
$30 million in Centivo. JPMorgan started Mor-
gan Health in 2021 to replace Haven, the joint 
healthcare venture that JPMorgan formed with 
Amazon.com Inc. and Berkshire Hathaway Inc. 
that closed early in 2021. 

PURSUING LOWER COSTS
It’s striking that two traditional health insurers 
— UnitedHealthcare and Blue Cross and Blue 
Shield of Minnesota — have ownership stakes 
in alternative health plans, says Delbanco. “To 
me, that just shows that they’re getting scared 
about the competition,” she adds. 

A rising proportion of insured Americans 
cannot afford their deductibles, leaving many 
people burdened with medical debt, Delbanco 
notes. “Health insurers have been unable to 
keep prices down, and there’s no correlation 
between the prices we pay and the quality of 
care that people get,” she says. “For all these 
reasons, the traditional health insurance model 
isn’t working for a lot of people.” 

Deibele agrees, noting that traditional insur-
ers are watching the trend of alternative health 
plans closely. 

DISTINGUISHING FEATURES
Alternative health plans are using data to iden-
tify efficient providers that deliver high-quality 
care (see sidebar, “How two alternative health 
plans assess provider quality and cost”). By 
linking such data to financial incentives, the 
plans can steer members to better and more ef-
ficient physicians and hospitals, Delbanco says. 

“Twenty years ago, I couldn’t tell you if a 
provider was low quality, high cost or high 
quality, low cost,” Delbanco notes. “But now, 
even if the data aren’t perfect, there are data 
these companies can mine to keep costs down. 
Then workers can choose providers that have 
a track record for being efficient and following 
guidelines, all of which can save a lot of money.” 

Traditional health plans have long offered 
various healthcare navigation and shopping 
features to members and extended financial 
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inducements to employees to go to low-cost, 
high-quality physicians and hospitals. But 
these alternative health plans go a step further 
by reducing employees’ out-of-pocket costs 
when they choose the best providers, with 
“best” defined as some combination of cost 
and quality metrics.

For example, before members choose a pro-
vider, Surest presents the actual prices members 
would pay for more than 490 healthcare ser-
vices. When those members choose high-quality 
providers, more than half get the lowest price for 
hip replacement, reflux surgery or other proce-
dures, according to Surest. “It may feel like it’s an 
alternative, but Surest is just like we shop for  
everything else,” Hintermeister notes. “Ulti-
mately, what people want is a better health plan, 
better benefits, and they want to save money.” 

Some alternative plans pay providers direct-
ly, shifting that responsibility from workers and 
saving physicians and hospitals from having to 
chase consumers for payments. At least two  
alternative plans provide low-cost or no-inter-
est loans so that workers can make payments 
over time for any costs the plans don’t cover. 

COSTS DISCLOSED UPFRONT 
By eliminating deductibles, Coupe Health can 
tell members when they choose providers how 
much the plan will pay and how much is their 

responsibility in terms of copayments, says 
Wally Gomaa, M.H.A., MBA, who co-founded 
SimplePay Health. For example, if a member 
requires hospital care with a high copayment, 
the member might need to pay several hundred 
dollars depending on the service required, he ex-
plains. “For many families, an out-of-pocket cost 
of $400 or more is unaffordable,” he says, adding 
that a no-interest line of credit from Coupe 
Health allows those members to avoid using 
a credit card with a high interest rate for the 
copayment. For each covered procedure, Coupe 
Health uses physician and hospital performance 
data to rank providers on three levels: The red 
level is OK; yellow, better; and green, the best.  

Christopher Fanning, president of commer-
cial markets for Blue Cross and Blue Shield 
of Minnesota, explains how these tiers affect 
payment. “A primary care visit might cost a 
member $10 to go to a green physician, $30 
for yellow, and $50 for red,” he says. “Once you 
make a selection, there’s price certainty and an 
incentive to choose a higher-quality provider 
because you’ll pay less out of pocket.” 

Employers’ overall costs for Coupe Health are 
about 14% lower than what they would pay for 
a traditional plan, Gomaa says, and savings for 
workers come out to about the same percent-
age. Coupe Health contracts with administrative 
service organizations to pay providers directly 

Alternative health plansAlternative health plans

hen representatives of alterna-
tive health plans pitch employers, 
they promote the idea that these 
plans allow members to choose 
high-quality physicians and 

hospitals that keep costs low. 
Surest, for example, identifies high-qual-

ity, cost-effective providers based in part 
on data from the UnitedHealth Premium 
program, according to Will Shanley, senior 
director of communications at Surest’s 
parent company, UnitedHealthcare.

UnitedHealth Premium uses national 
standardized measures and health plan 
claims data to compare a physician’s 
quality performance to a target benchmark. 
If a physician’s quality performance is not 
statistically lower than the target benchmark, 
then the physician would meet the program’s 

quality care criteria. When evaluating cost 
efficiency, UnitedHealthcare evaluates both 
the total cost of care for each patient and 
cost of each episode of care. 

Wally Gomaa at Coupe Health says the 
health plan has collected quality and cost 
data from 30 billion health insurance claims 
from the care delivered to more than 130 
million patients. Also, Coupe Health supple-
ments that information with data on physi-
cian and hospital quality, patient experience, 
cost and relationships with other providers. 
According to Coupe Health, the supplemen-
tal data come from Healthgrades, a Denver 
company that rates the quality of physicians 
and hospitals; and Medicare’s Hospital Con-
sumer Assessment of Healthcare Providers 
and Systems, a national, standardized sur-
vey tool for measuring patients’ perceptions 

of their hospital care. 
Coupe Health evaluates physicians 

based on the number of malpractice claims 
filed against them, the frequency of emer-
gency department use among their patients, 
how many patients are hospitalized each 
year and how many are referred for imag-
ing. The company also looks at  physicians’ 
prescription and referral patterns, their 
risk-adjusted rates of mortality, and hospital 
readmissions, among other factors. On the 
cost of care, Coupe Health says it has data 
on contracted network rates showing that 
providers who practice high-quality and 
efficient care have better patient outcomes 
and that their cost of care is lower by about 
$5,000 per patient per year. 

                                                — Joseph Burns

How two alternative health plans assess provider quality and cost

W
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for the cost of care and workers pay their em-
ployers for their remaining share of the cost. 

In addition, Coupe Health contracts with 
a bank to provide � nancing so that workers 
and dependents with high healthcare costs 
can spread out payments over months using 
no-interest lines of credit, says Gomaa. 

“In this model, workers get a monthly 
statement of what they owe,” he explains. 
“� ey can pay the balance in full or pay it 
over time.” 

Comfort, the alternative health plan sold by 
Gravie, has a similar feature. Comfort doesn’t 
require members to pay for care. Instead, 
employers pay a monthly fee for each worker 
enrolled just as employers pay to traditional 
health insurers. For that fee, Comfort covers, 
in full, all the healthcare services that the av-
erage person would use each year, says Marek 
Ciolko, Gravie’s co-founder and co-CEO. Gra-
vie’s Comfort plan is the � rst zero-deductible, 
zero-copay health plan, he adds. 

“� at means visits to primary care or 
specialists, lab tests, imaging, urgent care 
and other services are all provided with no 
out-of-pocket cost at the time of service,” he 
says. “Our plan design essentially insulates 
members from the cost of services because 
that member would access care with no 
copay or deductible.”

Delbanco says she’s not sure if alternative 
plans will have a transformative e� ect on U.S. 
healthcare. “But,” she says, “there are many, 
many employers who could be attracted to 
these plans because they don’t necessarily 
want to go back to the days when they used 
to manage many di� erent vendors.”  

Alternative plans may not signal the end 
of HDHPs so much as serve as yet another 
way of paying for and covering healthcare 
costs — an alternative, as their name de-
notes, not a replacement. But they are on the 
leading edge of the movement toward health 
plan price transparency. For policies that 
begin Jan. 1 or later, most group health plans 
need to disclose personalized price data to 
all members for all covered care and services, 
according to a new price-transparency rule 
from CMS. 

Alternative health plans

Employee benefi t consultants who 
advise employers on the most 
cost-effective options for companies 
contracting with health insurers have 
seen both the advantages and disad-
vantages of alternative health plans. 

Sean Creighton, M.S., a managing 
director in the policy practice for 
Avalere Health, a healthcare con-
sulting fi rm in Washington, D.C., gave 
the alternative plans a mixed review. 
“Some of the innovation we’re seeing 
from alternative health plans is good, 
such as the idea of no deductibles 
and no copays for primary care and 
other services,” he says, adding that 
eliminating or lowering such costs 
would mean more employees would 
have ready access to care than with 
high-deductible coverage. “Providing 
insurance coverage without a lot of 
out-of-pocket costs is tremendously 
benefi cial,” he says. But, Creighton 
wonders, if alternative health plans 
can deliver lower costs and high-qual-
ity care for employers and their 
workers, why don’t the nation’s largest 
health insurers do so as well? “So 
my question is, where do the savings 
come from,” he asks.

The premium income that alterna-
tive health plans collect would need to 
cover all claims from employees and 
their family members, plus administra-
tive and other costs and a profi t mar-
gin, says Creighton. Using lower-cost 
physicians who provide better-quality 
care could produce suffi cient savings 
to keep premiums low enough to 
attract members to these plans, he ex-
plains. However, from what Creighton 
has seen of alternative health plans, 
he says he’s not convinced they could 
succeed for long.

Drew Hodgson, the national 
practice leader for healthcare delivery 
at Willis Towers Watson, a benefi ts 
consulting fi rm in Arlington, Virginia, 
also sees value in the innovations that 
alternative plans have introduced. 
“Typically, I fully support disruption 
when it’s happening in health insur-
ance,” says Hodgson. The problem for 

consultants and employers is trying to 
determine which plans will be effec-
tive over time, he adds. 

“There’s a ton of different players 
just coming into the market now that 
are claiming to improve quality, reduce 
cost and be the silver bullet that’s 
needed,” he says. “As consultants, 
we are busy trying to cut through the 
marketing hype to fi gure out what’s 
truly effective and what isn’t in the 
marketplace today.”

Hodgson sees Centivo, an alterna-
tive health plan administrator in Buf-
falo, New York, as akin to a traditional 
health plan but one that contracts 
with large health systems to serve its 
employer clients. For example, Cen-
tivo has contracted with the Atlantic 
Health System, a nonprofi t organiza-
tion in Morristown, New Jersey, that 
has 4,800 physicians working in more 
than 400 sites of care, including seven 
hospitals in New Jersey, he says. 
Atlantic Health System is centered 
around primary care physicians who 
coordinate care and make referrals 
to specialists when needed, Hodgson 
explains. “This model is effective 
because it improves quality and it 
reduces costs,” he says, adding that 
it could be disadvantageous for some 
employers because many employees 
don’t want to be limited to getting all 
their care from a single health system.

Coupe Health (from Blue Cross 
and Blue Shield of Minnesota) and 
Surest (UnitedHealthcare) offer tiered 
networks of providers, Hodgson notes. 
“They create a network of providers 
on three different tiers,” he says. “If 
you go to a tier-one provider, you’ll pay 
less. If you go to a tier-three provider, 
you pay more. Personally, I don’t think 
such plans are effective because 
people don’t shop for care on price.” 

Hodgson was not as familiar with 
Gravie’s alternative plan, Comfort, 
as he was with the other alternative 
health plans so he reserved comment 
on it. 

                                          — Joseph Burns

Consultants have their doubts 

Joseph Burns is an independent journalist in 
Brewster, Massachusetts, who writes about health 
policy and health insurance.
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U
lcerative colitis and 
Crohn’s disease are the 
two most common 
in� ammatory bowel 
diseases. Ulcerative 
colitis is characterized 
by chronic in� ammation 
and ulceration of the 

colon mucus membrane, resulting in 
symptoms such as bloody diarrhea, 
abdominal pain and cramping, 
bowel urgency and weight loss. In 
the United States, ulcerative colitis 
accounts for more than $4 billion in 
annual medical costs.

� ere is no cure for this chronic 
condition, and treatment goals 
focus on inducing and maintaining 
remission. Conventional treat-
ments include 5-aminosalicylates 
(5-ASAs), such as mesalamine and 
sulfasalazine, and glucocorticoids. 
In more severe cases, biologics, such 
as the tumor necrosis factor-alpha 
(TNF-alpha) blockers Remicade 
(in� iximab), Humira (adalimumab) 
and Simponi (golimumab), and the 
integrin receptor antagonist En-
tyvio (vedolizumab), may be used. 
More recently, the Janus kinase 

(JAK) inhibitors Xeljanz (tofaci-
tinib) and Rinvoq (upadacitinib) 
were approved for use in moderate 
to severe cases.

Even with this growing arma-
mentarium, a large proportion 
of patients do not respond to 
treatment, or the treatments stop 
working. According to the Crohn’s 
and Colitis Foundation of America, 
less than half of people living with 
ulcerative colitis are in remission 
each year. Several pharmaceutical 
companies have recognized the 
need for the development of treat-
ments with alternative mechanisms 
of action.

Two fi rsts
Two potential � rst-in-class agents 
are currently in phase 3 trials for 
the treatment of moderate to severe 
ulcerative colitis. 

Cobitolimod is being developed 
by InDex Pharmaceuticals, based 
in Stockholm, Sweden. � is drug 
candidate is a DNA-based oligo-
nucleotide and Toll-like receptor 9 
(TLR9) agonist. TLRs play a key role 
in maintaining intestinal homeo-

stasis and mediating interactions 
among microbiota typically present 
in the gut and immune responses. 
In ulcerative colitis, abnormal TLR 
function has been associated with 
increased mucosal in� ammation. 
Activation of TLR9 by cobitolimod 
induces the production of inter-
leukin (IL)-10 by macrophages and 
T cells and is thought to reduce 
in� ammation and promote colon 
healing. Cobitolimod, which is 
administered locally as a rectal 
enema, is expected to have limited 
immune-related side e� ects due to 
decreased systemic absorption.

In the CONDUCT phase 2b trial, 
cobitolimod was more e� ective 
than placebo at inducing clinical re-
mission after six weeks of treatment 
in patients with moderate to severe, 
left-sided ulcerative colitis. Based 
on these encouraging results, InDex 
began recruiting volunteers for a 
phase 3 version of CONCLUDE. � e 
trial is designed to include about 
440 patients from over 30 coun-
tries. � e primary endpoint will be 
clinical remission after six weeks of 
treatment. A secondary endpoint is 
the e�  cacy of maintenance treat-
ment in inducing or maintaining 
clinical remission at 52 weeks. CON-
CLUDE will evaluate dosing at 250 
mg every three weeks, which was 
used in the CONDUCT trial, and a 
higher every-three-weeks dosage of 
500 mg. � e study is expected to be 
completed by December 2024.

Obefazimod is another possi-
ble � rst-in-class class for ulcer-
ative colitis. � e drug is an orally 
administered micro-RNA-124 

For ulcerative colitis, two fi rst-in-class 
candidates and an interleukin-23 competition
A Swedish and a French company have 
treatments with novel mechanisms of action 
in late-stage development. Meanwhile, 
AbbVie, Janssen and Eli Lilly are vying 
to get the fi rst interleukin-23 inhibitor 
for ulcerative colitis on the market.

By ROSANNA SUTHERBY, PHARM.D.
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(miR-124) upregulator that inhibits 
the production of inflammatory 
modulators involved in ulcerative 
colitis. In a phase 2b trial, obefazi-
mod met the primary endpoint of a 
statistically significant reduction in 
Modified Mayo Endoscopic Score 
after eight weeks of once-daily dos-
ing. Obefazimod was also effective 
in patients who had been previous-
ly treated with JAK inhibitors or 
other biologics.

After these encouraging results, 
Abivax, the French company 
developing the drug, launched 
the ABTECT phase 3 program 
evaluating the safety and efficacy 
of obefazimod in inducing clinical 
remission in patients with moder-
ate to severe ulcerative colitis who 
have not responded or responded 
poorly to conventional or advanced 
ulcerative treatments. Results are 
anticipated in May 2024.

Three-way race 
Meanwhile, three companies are 
in a race to be the first one to 
develop an IL-23 inhibitor mono-
clonal antibody for moderate to 
severe ulcerative colitis. AbbVie is 
developing Skyrizi (risankizumab); 
Janssen Pharmaceuticals, Tremfya 
(guselkumab); and Eli Lilly and 
Company, mirikizumab.

Mirikizumab’s phase 3  
LUCENT-2 study was completed, 
and results were presented in May 
2022 at the Digestive Disease Week 
conference. The trial included 
patients with ulcerative colitis 
who had responded to a previous 
12-week induction mirikizumab 
treatment. Results showed that 
about one-half of the participants 
achieved and maintained clinical 
remission at one year compared 
with one-quarter in the placebo 
group. Secondary endpoints, 
including reduced bowel urgency, 

were also met.
In early 2022, the 

company submitted 
a biologics license 
application to the 
FDA for approval and 
a marketing authorization applica-
tion for approval in the European 
Union. Decisions are expected later 
this year.

AbbVie’s Skyrizi, which is 
already approved by the FDA for 
the treatment of Crohn’s disease, 
psoriatic arthritis and psoriasis, is 
not far behind. The company is now 
seeking an added indication for 
the treatment of ulcerative colitis. 
The drug is currently in a phase 3 
trial, which has an enrollment goal 
of nearly 1,000 participants with 
ulcerative colitis who responded 
to Skyrizi induction treatment in a 
prior study. The primary outcome 
is remission at 52 weeks. Second-
ary endpoints are discontinuation 
of corticosteroids, lack of bowel 
urgency and mucosal healing.

Janssen’s Tremfya, currently 
approved for psoriatic arthritis and 
psoriasis, is in the phase 3 ASTRO 
study for the treatment of moder-
ately to severely active ulcerative 
colitis. The previous phase 2b  
QUASAR Induction Study 1 saw 
an overall clinical response rate 
of around 80% at week 12 or 24 of 
Tremfya treatment in adults with 
moderately to severely active dis-
ease. Participants had inadequate 
response or were intolerant to con-
ventional or advanced therapies.

Results from the phase 2b study 
were presented in October 2022 at 
the American College of Gastroen-
terology Annual Scientific Meeting. 
Study author and presenter Bruce 
E. Sands, M.D., M.S., at Mount 
Sinai Hospital in New York and the 
Dr. Burrill B. Crohn Professor of 
Medicine (Gastroenterology) at the 

Icahn School of Medicine at Mount 
Sinai, said in a news release that 
outcomes from the QUASAR study 
will provide insights that “may help 
advance the treatment landscape 
and are a step forward for the many 
adult patients who remain in need 
of adequate treatment options.” 

Intravenous to 
subcutaneous
Takeda Pharmaceutical Company is 
the maker of Entyvio (vedolizumab) 
intravenous injection, a mono-
clonal antibody approved for the 
treatment of moderately to severely 
active ulcerative colitis and Crohn’s 
disease. The company has devel-
oped a subcutaneous (SC) form 
of the product and is seeking FDA 
approval for maintenance therapy 
in adults with moderate to severe 
ulcerative colitis.

Entyvio SC is currently ap-
proved in several countries, 
including Switzerland, Australia, 
Canada, and those in the European 
Union. A complete response letter 
from the FDA in 2019 has delayed 
approval in the U.S. According to 
Takeda, the FDA was concerned 
about the labeling and design of 
the device, not clinical or study 
issues. If approved, the subcuta-
neous formulation will allow for 
self-administered treatment at 
home, reducing costs and other 
burdens associated with health-
care facility visits.  

Rosanna Sutherby, Pharm.D., is an 
independent medical writer and community 
pharmacist in High Point, North Carolina, and 
a regular contributor to Managed Healthcare 
Executive®.

In the United States, ulcerative 
colitis accounts for more than  
$4 billion in annual medical costs.
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F
or years, the SilverSneakers 
program with free access 
to gyms and � tness 
classes has been among 
the most popular bene� ts 
dangled by many Medicare 
Advantage (MA) plans to 

attract Medicare bene� ciaries. 
Although physical � tness 

remains important to many people 
with Medicare coverage, survey af-
ter survey � nds that brain health is 
the No. 1 concern of Medicare ben-
e� ciaries. When Medicare included 
memory � tness in its updated list 
of supplemental bene� ts in 2019, 23 
MA plans started o� ering Posit Sci-
ence’s brain-training app, BrainHQ. 

“We were impressed with the 
science behind BrainHQ, as it is 
the only brain-training program 

supported with 
multiple gold-stan-
dard clinical 
trials,” William 
Epling, president 
and CEO of Sum-
maCare, a regional 
insurer in Akron, 

Ohio, that sells MA coverage, wrote 
in an email to Managed Health-
care Executive®. SummaCare pays 
Posit directly for BrainHQ, and the 
payment is not dependent on the 
number of people using the app.

Kortney Cruz, senior vice pre-

ident of government markets for 
Independence Blue Cross in Phila-
delphia, wrote in email to Managed 

Healthcare Execu-
tive® that staying 
mentally active is 
as important as 
staying physically 
active and that 
BrainHQ “allows 
us to meet that 

need. It’s a brain training program 
that can help members keep their 
minds sharp.”

BrainHQ got its start in 2003 
when neuroscientist Henry 
Mahncke, Ph.D., answered a phone 
call from his former adviser at the 
University of California, San Fran-
cisco. Michael Merzenich, Ph.D., 
who has spent his career studying 
brain plasticity, made Mahncke an 
o� er he couldn’t refuse.

“He said, ‘Look Henry, we’ve 
helped rats get better brains and 
a lot of monkeys get better brains. 
How about if we help people 
get better brains?’ ” remembers 
Mahncke, now Posit Science’s CEO. 
“‘I have to tell you, that was a pretty 
compelling pitch.”

At the time, neuroscientists 
acknowledged brain plasticity — 
the ability of di� erent parts of the 
brain to make new connections 
and generate new brain cells — but 

didn’t have a clear idea about how 
to exploit that knowledge. Two 
decades later, “we’ve gone from a 
world where we just assumed that 
our brains wear out over time to a 
world where we realize that we can 
actively manage our brain health,” 
Mahncke says. “� is is a great scien-
ti� c breakthrough.” 

BrainHQ has been through 
several versions, starting with Posit 
scientists successfully replicating a 
National Institutes of Health study 
that showed rat and monkey brains 
could be restructured. � en came 
the task of building a brain-training 
software program for humans. 

“� ere was a lot of learning 
happening there,” Mahncke says. 
“A lot of trial and error. � ere were 
a lot of questions around what 
people actually wanted to do with a 
brain-training program.”  

In 2012, Posit made BrainHQ 
available online to consumers. 
Around the same time, it started 
looping in Medicare o�  cials on the 
science behind the app and its test 
results. Two years later, Mahncke 
and Posit were ready to test the 
program in a randomized trial.  

“We really acted like a drug or 
medical device company,” says 
Mahncke, who heads up Posit’s 
team of 40 neuroscientists, soft-
ware engineers and video game 
designers. In 2014, researchers at 
Mayo Clinic and the University of 
Southern California conducted 
the IMPACT trial.  � e results were 
published in the Journal of the 
American Geriatrics Society. 

Help with brain, not just 
brawn, for MA members
Medicare Advantage plans are offering a 
brain-fi tness program. By ROBERT CALANDRA

EPLING

CRUZ
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� e 476 study volunteers, all
age 65 and older, were randomly 

chosen to receive 
BrainHQ training 
or a “novelty- and 
intensity-matched 
general cognitive 
training program.” 
Each group trained
for one hour a day, 

� ve days a week for eight weeks, for 
a total of 40 hours.

� e results were positive for
BrainHQ, and positive � ndings have 
been reported in other peer-re-
viewed journals since.

BrainHQ has six categories: 
Attention, brain speed, memory, 
people skills, intelligence, and 
navigation. Each has between four 
and seven games or tasks. “Target 
tracker” is one of the attention 
games. It starts with two bubbles 
� oating leisurely across the screen. 
Ten more bubbles then appear, 
aimlessly drifting and mixing be-
fore the screen freezes. � e task is 
to � nd and click on the two original 
bubbles. “Eye for detail” is a brain 
speed game. � ree butter� ies ap-
pear on screen, two with identical 
coloring and the third only slightly 
di� erent. � e screen freezes leaving 
only the outlines of the butter� ies. 
You must click on the identical 
pair. � e better you perform, the 
faster and more exacting each 
task becomes.    

But no training, be it for brawn 
or the brain, works unless people 
stick with it. � at posed a dilem-
ma. � e brain only rewires when 
its challenged. But as it developed 
BrainHQ, Posit learned that people 
would stop using it if they didn’t 
have immediate success. � e 
answer? Engineer the app to allow 
early wins before upping the tempo 
and making the tasks harder.  

� ere are more conventional

ways to force the brain to rewire 
itself. For instance, you can learn to 
play an instrument or study a new 
language. But playing games like 
Wordle? Probably not, Mahnke says.  

“With Wordle, you don’t have to 
be fast,” says Mahncke, who plays 
Wordle. “You can sit and think for 
as long as you like. Your brain feels 
like you are doing something, but 
you are not controlling your sen-
sation and your actions in a rapid, 
accurate way. You’re just kind of 
sitting there letting the gears turn.”

� e same goes for crossword
puzzles, says � omas Foster, Ph.D., 
a neuroscientist and memory ex-
pert at the University of Florida. 

“You may have heard people say 
they do crossword puzzles to main-

tain a youthful 
condition,” Foster 
says. “What hap-
pens is you get very 
good at that skill. 
So people who do 
crossword puzzles 
will get much 

better at crossword puzzles. But 
it doesn’t transfer. It doesn’t help 
them remember their grocery list.”

Foster, who has never tried 
BrainHQ, says games can be 
designed to focus on older adult 
brain issues. Take computer driving 
games. � ey can engage the player’s 

attention and increase real-life at-
tention to a person’s surroundings. 

“One of the things you always 
have to look for is, is this making 
you better at the game or can you 
transfer this to real life?” Foster 
asks. “Does this help you if it’s 
increasing your reaction speed be-
cause you have to tap a color when 
it comes up? � at’s great. But is it 
also improving your reaction speed 
for driving?”

BrainHQ doesn’t require a lot 
of time to see results. Mahncke 
says clinical trials have shown that 
using the game-like tasks for as 
little as 10 hours over two months 
can improve cognitive function and 
real-world function. � e more time 
spent using the app, the broader 
and deeper the cognitive bene� ts, 
he says. Studies have also shown 
that the bene� ts of the training 
last but eventually wear o�  if the 
person stops doing the exercises. 
In that way, mental and physical 
� tness are alike. 

Mahncke says the studies of 
BrainHQ have found that it’s � ne to 
take a break, train for two to three 
months and then take another 
break. “But you should be coming 
back to it regularly, certainly once 
a year and ideally more often than 
that,” he says.

� is year more brains have
become available for rewiring with 
MA plans in 18 additional states 
adding BrainHQ, bringing the total 
to 18 MA plans in 41 states and 
Washington, D.C.  “What we want 
to do, frankly, is drive societal level 
change across health plans, across 
regulators, across physicians to 
really start to take brain health 
seriously,” Mahncke says.  

MAHNCKE

FOSTER

Robert Calandra is an independent journalist in 
the Philadelphia area and a regular contributor 
to Managed Healthcare Executive®.

“We’ve gone from a 
world where we just 
assumed that our 
brains wear out over 
time to a world where 
we realize that we can 
actively manage our 
brain health.”
— HENRY MAHNCKE, PH.D., POSIT SCIENCE
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Why states are allowing pharmacies 
to dispense returned oncology drugs 

By DEBORAH ABRAMS KAPLAN

Repositories of donated drugs in 13 states are redistributing 
oncology medications to those in need.

A 
patient tries to � ll their 
oncology prescription, but 
the co-pay is too high. If 
they go without it while 
trying to qualify for � nancial 
assistance, their cancer will 

progress. � eir doctor has patients 
with unused pills after switching 
treatments, but legally, those medi-
cations must be destroyed. However, 
if the patient is in one of 13 states 
that allows cancer medication dona-
tion and redistribution, they could 
potentially get their prescription 
� lled quickly and for free. 

With out-of-pocket specialty 
drug costs reaching $12,000 per 
drug, it’s no wonder that even in-
sured patients have di�  culty paying 
for treatment. “One of the reasons 

to advocate for 
drug donation is 
so many patients 
are having to 
choose (whether) 
they’re going to 
pay for their food, 
rent or medicine. 

� ey simply just can’t a� ord to pay 
for all three,” says Kenzie Harder, 
Pharm.D., drug donation repository 
manager for SafeNetRx, which is Io-
wa’s state drug repository program.

� e cost of these wasted drugs 
is astounding. Hospitals discarded 

an estimated $3 billion in 2015, and 
long-term care facilities discarded 
an additional $2 billion. � at doesn’t 
necessarily include discontinued 
oral chemotherapy from outpa-
tients. Dose changes can yield 
un� nished prescriptions, and some 
patients die with unused medica-
tion at the bedside. � ese must be 
destroyed unless the state law al-
lows donation to a drug repository.

Currently, 38 states plus Guam 
and Washington, D.C., have enacted 
laws allowing prescription drug 
repository programs, although 
programs are only operational in 
27 states plus Washington D.C. Of 
these, 13 allow oncology medica-
tion collections and dispensing. A 
few are statewide and others are 
run by individual health systems.

Win-win-win
Oncologists and pharmacists con-
stantly � eld patient questions about 
unused medications. � ey’re typi-
cally advised to return them to the 
pharmacy for safe disposal, which is 
a waste for patients whose medica-
tions are often expensive and could 
bene� t others. Scenarios like this 
led Julie Kennerly-Shah, Pharm.D., 
M.S., M.H.A., associate director 
of pharmacy at � e Ohio State 
University Comprehensive Cancer 

Center-James Cancer Hospital, to 
work with OSU and Ohio’s Board 
of Pharmacy to pass legislation 
allowing pharmacies to collect and 
redistribute oral chemotherapy to 
those in need. � ey launched their 
program in January 2020, which is 
now one of several in Ohio. 

Kettering Health followed in 
January 2022. Typically, if a patient’s 
insurance has a high deductible or 
they can’t a� ord to � ll the pre-
scription for other reasons, the 
health system helps � nd a solution, 
whether a manufacturer’s co-pay 
assistance program or free drug, 
cancer grants or Medicaid enroll-
ment. “It’s a terrible feeling when 
you have a patient with a cancer 
diagnosis and we’re kind of stuck,” 
says Kevin Blackburn, director of 
retail, long-term care and specialty 
pharmacy at Kettering Health. � e 
repository of donated drugs is the 
last option. 

Patients with cancer are the 
primary bene� ciaries of drug repos-
itories, but there are many winners. 
Pharmacies pay to destroy medica-
tions. Redistributing them can keep 
them out of the land� ll and protect 
the environment. 

� e patients and families donat-
ing medications also bene� t and 

HARDER

DRUG DONATION

Continued on page 30 
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Gain an understanding of SMA including the patient 
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with treatment.

Updates in the Treatment of Vitiligo
Explore the treatment landscape and clinical 
burdens associated with vitiligo.



are appreciative of the opportunity 
to help others. “Often, cancer is a 
disease where you feel you lost a lot 
of power, and they’re taking some 
of this power back by being able to 
give medication to another patient,” 
Kennerly-Shah says. 

Donation amounts add up. 
Iowa’s SafeNetRx was the � rst state-
wide drug repository collecting 
medications for chronic diseases 
and cancer treatment. Since 2007, 
SafeNetRx has distributed over 
$15 million in cancer medications 
based on the average wholesale 
price of almost 85,000 doses. 

Setting up a program
Even with a law, state public health 
departments or health systems still 
need to develop their programs. � e 
drugs are often collected by clinics 
or pharmacies. � ey can distribute 
them there or centralize dispensing 
into one pharmacy, as donated 
drugs must be stored separately 
from regular inventory. State laws 
determine whether the drugs must 
be in blister packs or tamper evi-
dent sealed containers or whether 
open bottles can be used. Unlike 
Wisconsin and Iowa, the programs 
in Ohio can accept open bottles, 
giving it wider latitude. “You’d 
severely limit yourself if you only 
accept donations out of a prepack 
setting,” Kennerly-Shah says.

When patients make donations, 
they complete forms attesting that 
the drug is what they say, that it 
was stored properly, and that it was 
always in their possession. Pharma-
cists talk to the donators, inspect 
the drugs and check the expiration 
dates. Programs can’t accept drugs 
outside a speci� ed expiration date, 
such as six months. � e patients 
who are receiving the drugs also 
consent in writing that they are 

receiving donated drugs, which 
releases the pharmacy from liability. 

None of the experts have seen 
drug tampering issues. Kenner-
ly-Shah initially thought patients 
might hesitate to accept donated 
drugs, but she was surprised “at 
the camaraderie between (patients 

with) cancer. � ey 
trust that they’re in 
it together.”

� ere is some 
cost to the pro-
grams, although 
experts could not 
quantify them. � e 

costs include paperwork, separate 
medication storage, and pharma-
cist time to talk with patients. “It’s 
a minor cost, but it’s something 
worth doing regardless of any cost 
associated with it,” Blackburn says.

Mind the gap 
Repository programs are similar 
to food banks. Pharmacies can 
only dispense what’s been donat-
ed. If a patient receives treatment 
one month but none is available 
the next month, that can impact 
treatment. Fortunately, it’s not a big 
problem, but this is why Kettering 
Health collected oncology drugs 
for six months before beginning to 
dispense them in 2022. “You don’t 
want to provide someone with a do-
nated drug, which is typically only 
going to be a month’s supply, then 
not do anything for them the next 
month,” Blackburn says. Kettering 
Health collected 81 patient dona-
tions since January and dispensed 
about 10 prescriptions starting this 
summer.

With that said, many patients 
who are using the repositories only 
need the donations until they quali-
fy for free or discounted drugs from 
the manufacturer, when they’re 
in between insurance plans or if 

they’re facing a short-term, high 
co-pay as Medicare bene� ciaries 
do when they are in the donut hole 
phase of Medicare Part D coverage. 
� e best scenarios are when repos-
itories don’t have to worry about 
continuing a prescription from the 
repository on an ongoing basis, 
according to Blackburn.

Some programs only serve their 
own patients, such as at James 
Cancer Hospital and Kettering 
Health. If the health system doesn’t 
have the available medication, 
the patient cannot access it from 
another repository. “I would love 
to have a statewide repository,” 
Kennerly-Shah says. “We have a 
large system, so we receive a lot of 
donations, but if you’re a smaller 
community practice, you may not 
have that frequent in� ux of medi-
cations.”

In Wisconsin, participating 
pharmacies can call other phar-
macies to locate available donated 
drugs, but the state doesn’t main-
tain an online directory or track 
medication. Instead of seeking out 
other pharmacies, pharmacists typ-
ically help patients access patient 
assistance programs, according 
to Douglas Englebert, RPh, MBA, 
pharmacy practice consultant to 
the Wisconsin  Department of 
Health Services.

� rough SafeNetRx, Iowa main-
tains a state dispensing pharmacy 
for its residents that is funded 
mostly by its public health system, 
according to Harder. � e organi-
zation is advocating for a national 
drug repository program to ensure 
donations can make it to patients 
who need them, with less waste and 
lower operational costs. 

Deborah Abrams Kaplan writes about medical 
and practice management topics for Managed 
Healthcare Executive® and other publications.
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Technology

In the telehealth era, 
teletesting may be up next
Several fi rms are trying to bring the clinical laboratory 
to patients’ doorsteps, but the task comes with plenty 
of challenges. By JARED KALTWASSER

I
n the scheme of things, the 
remote diagnostics start-
up Ixlayer has very little in 
common with the infamous 
“one drop” blood-testing 
company � eranos. � e 
former helps facilitate remote 
medical testing by working 

with healthcare providers and 
clinical laboratories, whereas the 
latter falsely claimed to be able to 
perform a host of medical tests 
based solely on a � nger prick’s 
worth of blood (the company’s 
founder, Elizabeth Holmes, was 
convicted of fraud earlier this 
year). Yet, despite the very di� erent 
promises and approaches of the 
two companies, Ixlayer’s executives 
frequently get asked the “� eranos 
question” when meeting with 
potential clients “all the time,” says 
Alecia Pritchett, the San Francisco 
company’s chief growth o�  cer.

� e � eranos question is really 
just a way of asking whether the 
company can be trusted. Remote 
medical testing sounds great, 
but the � eranos case looms as 
a cautionary example of the risk 
associated with outsourcing such 
an important task. � e thing is, 
although � eranos’ claims might 
have falsi� ed its scienti� c capabili-

ties, the company was indeed ahead 
of its time in seeing the potential of 
convenient, easily accessible medi-
cal testing. � us, when the “T word” 
inevitably comes up, Pritchett takes 

the opportunity 
to explain that 
her company has 
replaced � eranos’ 
sketchy promises 
with real-world 
scienti� c and 
logistical advances. 

� e � eranos case “absolutely still 
impacts our work today,” Pritchett 
says. “but in a good way.”

In the years since � eranos 
folded, other market entrants have 
made signi� cant strides to create 
a world where getting diagnostic 
and genetic information does 
not necessarily require a trip to 
a clinic. All of which has set up a 
moment in which the future of 
the industry is being decided in 
real-time, helped along by a global 
pandemic and the urgent need for 
at-home testing that accompanied 
the public health crisis.

Although the medical testing 
industry is in a phase of great in-
novation, Pritchett says the indus-
try’s technical advances have not 
always translated into enhanced 

patient access.
“All these labs spent a lot of 

money, time and (research and 
development) e� ort to create 
amazing tests,” she says. “And, really, 
the only way patients have to access 
some of these tests is through their 
physician. You have to hope that 
clinician happens to know these 
tests are available.”

Ixlayer was founded in 2017, 
well before the start of the 
COVID-19 pandemic in 2020. 
However, the pandemic was an 
in� ection point for at-home test-
ing, Pritchett says. “� e pandemic 
really accelerated things.”

Before COVID-19, many health-
care leaders and executives viewed 
at-home testing as futuristic at best. 
� ose with an early adopter mind-
set focused testing for stigmatized 
conditions such as sexually trans-
mitted infections. � e logic was that 
more individuals would get tested 
because at-home testing a� orded 
some privacy.

� e COVID-19 pandemic 
resulted in health systems, provid-
ers and patients using telehealth 
much more than anyone imagined. 
Moreover, tens of millions of Amer-
icans have tested themselves for 
COVID-19 infection. As a result, the 
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home test kit is now a familiar part 
of American self-care. However, the 
pivot into telemedicine and home 
testing has also exposed some 
shortcomings. “There’s this big gap 
where there’s only so many things 
you can do via telehealth,” Pritchett 
says. “There’s not a lot of infrastruc-
ture around how you get diagnos-
tics into folks’ hands.”

Ixlayer bills itself as the company 
that can fill that gap. The “I” stands 
for infrastructure and the “x” is for 
patient experience. The company 
is not a lab; it describes itself as a 
platform. Instead of performing 
its own lab tests, Ixlayer says it 
connects providers and retailers 
to accredited laboratory partners. 
Instead of sending out its own team 
of phlebotomists to collect blood 
samples, the company coordinates 
with mobile phlebotomy firms.

In late October, the company 
announced a new partnership 
with CVS Health to provide 
CVS-branded at-home sample 
collection kits to test for vitamin 
D, Lyme disease, sexually trans-
mitted infections and thyroid 
function. The deal also includes 
patient education functions to 
help patients interpret their re-
sults. The firm raised $75 million 
in a Series A funding round last 
year that was led by General 
Catalyst, a leading healthcare 
venture capital firm.

Ixlayer has some well-known 
individuals on its advisory board, 
including David Shulkin, M.D., for-
mer secretary of the Department of 
Veterans Affairs, and Moncef Slaoui, 
Ph.D., M.B.A., who led Operation 
Warp Speed, the federal govern-
ment effort to develop COVID-19 
vaccines during the Trump admin-
istration. Later, Slaoui was fired 
from a post at GSK because of a 
sexual harassment claim. 

Questions and concerns
Many providers are still wary of 
remote testing. Putting testing 
in the hands of patients does 
have some risks. Testing is costly, 
and a misdiagnosis can make it 
even more so. There’s a reason 
most testing is done in a clinic 
by trained professionals. “There’s 
a lot of scrutiny on the industry 
for these at-home tests, as there 
should be,” Pritchett says.

That is one reason the compa-
ny has chosen the infrastructure 
route rather than providing an 
end-to-end solution, she said. Its 
solutions are based on the needs 
and clinical standards of their 
clients, making the company more 
of a facilitator of testing than a 
marketer of tests.

“Typically, when we work with 
large groups, they tell us how they 
want us to handle certain situations 
(and) what clinical protocol to fol-
low,” she says. “That’s a big import-
ant differentiator between the types 
of services we’re looking to provide 
and maybe a third party who’s just 
doing direct-to-consumer kits.”

Growing competition
Market differentiation is a key fo-
cus for Ixlayer and companies like 
it because the industry is rapidly 
growing. Several remote testing 
start-ups have already launched, 
including Everlywell and LetsGet-
Checked, and big-name retailers 
and tech firms have expressed 
interest in launching medical diag-
nostics products and services.

Meanwhile, many U.S. consum-
ers, after self-testing for COVID-19,  
have grown accustomed to the do-
it-yourself medical test and appear 
ready and willing to embrace  
the concept.

A recent survey from the 
University of Michigan Institute for 

Healthcare Policy and Innovation 
found 48% of adults aged 50 to 80 
years had already bought an at-
home test, and 82% said they were 
“somewhat” or “very” likely to take 
an at-home test in the future. 

Even so, Ixlayer is to working 
with healthcare industry partners 
rather than marketing their tests 
directly to consumers.

 “We’re thinking of it more from 
(the perspective of): How do we 
infiltrate this infrastructure into 
our whole healthcare ecosystem?” 
Pritchett says. “How do we let 
traditional providers run their 
programs the way they want to?”

Reimbursement questions
That approach has the added 
benefit of letting Ixlayer avoid 
having to seek reimbursement 
from payers. Although payers 
are increasingly willing to cover 
at-home testing, reimbursement 
for such tests is not universal, 
and some tests have significant 
costs that would be difficult for 
some patients to afford on their 
own. Because Ixlayer’s clients are 
healthcare providers, retailers 
and large employers, the reim-
bursement question falls to other 
stakeholders. 

Yet, Pritchett notes, the company 
isn’t steering entirely clear of the 
costs to consumers and payers. 
Ixlayer is looking into technology 
that would help patients better un-
derstand whether their tests will be 
covered by their insurance and the 
out-of-pocket costs that they might 
have. “That’s something we’re going 
to spend a lot more time on over the 
next 12 to 24 months,” she says. 

Jared Kaltwasser is an independent healthcare 
writer in Iowa and a regular contributor to 
Managed Healthcare Executive®.
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Esophageal cancer update
Gastroesophageal refl ux disease is a risk factor for what is now 
the more common type of esophageal cancer, adenocarcinoma. 
Immunotherapy is coming on strong as a treatment. 

By KEITH LORIA and PETER WEHRWEIN

E
sophageal cancer accounts 
for a disproportionate 
share of cancer deaths 
in the U.S. relative to the 
number of new cases that 
occur each year. According 
to the American Cancer 
Society’s 2023 statistical 

report, 21,560 new cases will be 
diagnosed in this year and 16,120 
people are expected to die from the 
disease. Esophageal cancer ranks 
17th among cancers in incidence 
(new cases) in the U.S. but is the 
11th leading cause of cancer death, 
according to the National Cancer 
Institute (NCI). Worldwide, it ranks 
higher: It is the sixth leading cause 
of cancer-related deaths and the 
eighth most common cancer. 

However, the direction of some 
overall U.S. trends in esophageal 
cancer have been favorable. � e 
incidence and death rates have 
been declining for about a decade 
for reasons that entirely aren’t clear, 
and the � ve-year survival rate has 
been increasing, partly because 
treatments have improved.

Types and risk factors
� e esophagus is a hollow 10- to 
12-inch-long muscular tube that 
connects the back of the throat to 
the stomach. It is situated behind 
the trachea (windpipe) and in front 
of the spine. Esophageal cancer 
starts in the inner lining of the tube 

and spreads outward through the 
multiple layers of tissue that make 
up the esophagus.

� ere are two main types of 
esophageal cancer: squamous cell 
carcinoma, which forms in the 
thin, � at squamous cells that line 
the inside of the esophagus, and 
adenocarcinoma, which forms in 
glandular tissue. 

Squamous cell carcinoma used 
to comprise most of the diagnosed 
esophageal cancers in the U.S., but 
over the past three decades, the 
adenocarcinoma type has become 
more common than the squamous 
cell type. Smoking and drinking al-
cohol are risk factors for squamous 
cell carcinoma. Gastroesophageal 
re� ux disease (GERD), especially 
severe cases, is associated with an 
increased risk of developing adeno-
carcinoma. Squamous cell carci-
noma and adenocarcinoma have 
traded places partly because smok-
ing rates have decreased. � ere is 
also a theory that as Helicobacter 
pylori infection of the stomach has 
decreased, esophageal adenocar-
cinoma has increased because H. 
pylori infection lowers gastric acid 
secretion. Mark Richard Dylewski, 
M.D., chief of thoracic surgery at 
Miami Cancer Institute, part of 
Baptist Health South Florida, notes 
that a lot of people who develop 
GERD don’t get treated because the 
symptoms are mild or come and go. 

Treatment choices
� e treatment for esophageal 
cancer depends on the stage at 
which it is diagnosed, and the 
staging is complex. � ere are � ve 
stages (0-4), and many stages are 
divided further into two or three 
substages. Moreover, squamous cell 
carcinoma and adenocarcinoma 
are staged separately, and recurrent 
cases are put in a separate category 
when it comes to treatment. 

If diagnosed at an early stage, 
esophageal cancer can be treated by 
surgery alone, according to the NCI. 
� e surgery may involve removing 
part of the esophagus, shaping 
part of the stomach into a tube-like 
structure and connecting it to what 
remains of the esophagus.

But often, esophageal cancer is 
diagnosed at a later stage, so resec-
tion alone is not adequate treat-
ment, especially with such a wide 
array of therapies now available

Federico Steiner, M.D., a thoracic 
surgeon for the Atlantic Health Sys-

tem in Morristown, 
New Jersey, says 
that treatment of 
esophageal cancer 
usually involves 
“trimodality thera-
py,” which includes 
chemotherapy, 

radiation and surgery. “A multidis-
ciplinary approach is used in most 
cases because esophageal cancer is 
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usually diagnosed in an advanced 
stage,” says Steiner. 

Treatment has become more 
precise, Steiner notes. “By analyzing a 
small portion of the tumor, clinicians 
can pro� le the genetic makeup of the 
tumor and identify unique charac-
teristics,” Steiner says. “From there, 
the clinician can use this information 
to determine what the best form of 
treatment will be, which may include 
targeted therapy. � is is leading to a 
higher rate of positive treatment out-
comes for patients with esophageal 
(cancer), as well as other cancers.”

David Zeltsman, M.D., chief of 
thoracic surgery and director of 
minimally invasive thoracic
surgery at Northwell Health in New 

Hyde Park, New 
York, says the prob-
lem with esophageal 
cancer is that it’s so 
deadly. � e hope, 
he says, is that a 
“normal” treatment 
of some kind — 

whether targeted therapy or immu-
notherapy — can make a di� erence. 
“� e � elds are really ... evolving, and I 
personally think that nanotechnolo-
gy will have a much greater presenta-
tion in this � eld,” he says.

Immunotherapy coming on strong 
Conventional chemotherapy agents 
such as oxaliplatin continue to be 
an important part of esophageal 
cancer treatment. Many studies 
have shown that chemoradiation — 
chemotherapy in combination with 
radiation — results in better out-
comes than chemotherapy alone. 
Sometimes people are treated with 
chemoradiation before surgery. If 
surgery is not possible, chemoradi-
ation can be “de� nitive treatment” 
without surgery.

In recent years, however, treat-
ment options have expanded, and 

now an increasing number of immu-
notherapy drugs are being used to 
treat esophageal cancer. Immuno-
therapy agents latch on to immune 
system cells, often T cells,  or to 
cancer cells themselves, in a way 
that makes the cancer cells newly 
“visible” to the immune system and 
therefore vulnerable to its attacks. 

“� e di�  culty with using the 
immune system to � ght cancer is 
that the immune system, if operating 
properly, should not attack normal 
cells,” explains Steiner. “Cancer often 
uses speci� c areas of the cell to 
make it appear ‘normal’ and (mask 
itself) from the immune system so it 
doesn’t  get destroyed. 

Immunotherapy drugs that 
have been approved for late-stage 
esophageal cancer include Keytruda 
(pembrolizumab), Opdivo (nivo-
lumab) and Yervoy (ipilimumab). 

Drugmakers and cancer re-
searchers have conducted many 
clinical trials aimed at � guring out 
how immunotherapies might be 
combined with chemotherapy and 
other treatments — including other 
immunotherapies — to produce the 
best outcomes. A prominent example 
is the Checkmate 648 trial, the results 
of which were published early last 
year in the New England Journal of 
Medicine. � ey showed that treat-
ment with Opdivo and chemotherapy 
or Opdivo and Yervoy resulted in 
longer overall survival than treatment 
with just chemotherapy in patients 
with advanced esophageal cancer of 
the squamous cell carcinoma type.

Biomarker testing can provide 
important clues as to whether a 
patient will derive bene� t from im-
munotherapy drugs. A  meta-anal-
ysis published in JAMA Oncology in 
December 2022 showed a lack of 
survival bene� t from immuno-
therapy agents such as Opdivo 
compared chemotherapy in patients 

with cancers that had a low percent-
age of cells expressing programmed 
death ligand-1. “In the past,” says 
Dylewski “we as oncologists used 
to pick a drug o�  the shelf that 
was known to be responsive to the 
particular tumor we were treating. 

We would give it to 
the patient and do a 
repeat CT/PET scan 
many months later 
to determine if the 
drug worked. Many 
times, this process 
didn’t work because 

we weren’t giving the best drug for 
that particular type of tumor.”

Earlier detection
Steiner says that most patients 
who are diagnosed with esophageal 
cancer present with symptoms 
such as weight loss and di�  culty 
swallowing as a result of advanced 
disease. But the NCI  notes some 
of the problems with screening: 
“Based on solid evidence, screening 
would result in uncommon, but 
serious (adverse) e� ects associated 
with endoscopy, which may include 
perforation, cardiopulmonary 
events and aspiration, and bleeding 
requiring hospitalization.” 

Steiner notes that at Atlantic 
Health System, high-risk patients 
with risk factors such as obesity, 
GERD, and tobacco and alcohol 
use may undergo evaluation with 
endoscopy to help detect presence 
of cancer before symptoms develop. 
“For patients, being aware and hav-
ing knowledge alongside credible in-
formation (are) key when consulting 
with a doctor around the right form 
of treatment,” Steiner says. 

DYLEWSKI

ZELTSMAN

Keith Loria is a freelance writer in the  
Washington, D.C., area. Peter Wehrwein 
is managing editor of Managed Healthcare 
Executive®.
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