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Alopecia
Areata Gets
FDA-Approved Drug
Approval of a novel oral JAK inhibitor
specifically indicated for this challenging
condition fills a long unmet need.
ILYA PETROU, MD | Staff Correspondent

FEATURING
FDA Green-Lights Dupilumab for
Youngest Pediatric Patients With AD

A

lopecia areata (AA) is a historically challenging- to-treat
condition, with few effective therapy options. In June
2022, the FDA ended the wait for a specific treatment for
this condition with its approval of the novel oral JJanus
Kinase (JAK) inhibitor baricitinib (Olumiant; Eli Lilly and Company and Incyte) as the first systemic treatment specifically indiALOPECIA APPROVED DRUG CONTINUES ON PAGE 44
cated for severe AA.1

Take a deep dive into important data, dosing, and
administration strategies in using the first biologic
medication approved for this condition in patients
aged 6 months to 5 years.

Navigate Topical Treatments’ Unique
Adherence Challenges
DermatologyTimes.com

Discover the factors that influence why patients do
or do not follow psoriasis treatment regimens.

DermatologyTimes.com

Get a look behind the curtain at
future-forward dermatologic tools
such as Nano-Pulse Stimulation.
Watch online for full segment!

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

INDICATION1

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

SAFETY CONSIDERATIONS1

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

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

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

RAPID

DURABLE

ROBUST

RELIEF

CONTROL

RESULTS

EASI 75 measured at Week 16,
and rates seen as early as Week 21

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

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

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

Response rates observed
up to 52 weeks2

WELL-STUDIED SAFETY

EXCEPTIONAL ACCESS

Clinical trial experience in
>9,000 patients since 2012
across 3 approved indications1

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

SEE HOW RINVOQ TAKES ON
ATOPIC DERMATITIS AT

RINVOQHCP.COM/AD

MAJOR ADVERSE CARDIOVASCULAR EVENTS
A higher rate of CV death, myocardial infarction, and stroke was
observed with a JAK inhibitor in a study comparing another JAK inhibitor
with TNF blockers in RA patients ≥50 years of age with at least one CV
risk factor. Current or past smokers are at additional increased risk.
THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary
embolism, and arterial thrombosis have occurred in patients treated
with JAK inhibitors used to treat inflammatory conditions. A higher
rate of thrombosis was observed with another JAK inhibitor when
compared with TNF blockers in RA patients.
HYPERSENSITIVITY
RINVOQ is contraindicated in patients with known hypersensitivity
to upadacitinib or any of its excipients.
© 2022 AbbVie.

All rights reserved.

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

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

RINVOQ® and its design are registered trademarks of AbbVie.
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IMPORTANT SAFETY INFORMATION1
SERIOUS INFECTIONS

Patients treated with RINVOQ are at increased risk for developing serious infections that NSAIDs). Promptly evaluate patients presenting with new onset abdominal pain for early
may lead to hospitalization or death. Most patients who developed these infections were identification of GI perforation.
taking concomitant immunosuppressants, such as methotrexate or corticosteroids. If a LABORATORY ABNORMALITIES
serious infection develops, interrupt RINVOQ until the infection is controlled.
Neutropenia
Treatment with RINVOQ was associated with an increased incidence of neutropenia
Reported infections include:
(absolute neutrophil count [ANC] <1000 cells/mm3). Treatment with RINVOQ is not
• Active tuberculosis (TB), which may present with pulmonary or extrapulmonary
recommended in patients with an ANC <1000 cells/mm3. Evaluate neutrophil counts
disease. Test patients for latent TB before RINVOQ use and during therapy. Consider
at baseline and thereafter according to routine patient management.
treatment for latent infection prior to RINVOQ use.
• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic
pathogens.
Carefully consider the risks and benefits of treatment with RINVOQ prior to initiating
therapy in patients with chronic or recurrent infection. Monitor patients closely for
the development of signs and symptoms of infection during and after treatment with
RINVOQ, including the possible development of TB in patients who tested negative for
latent TB infection prior to initiating therapy.

MORTALITY

In a large, randomized, postmarketing safety study comparing another Janus kinase
(JAK) inhibitor with tumor necrosis factor (TNF) blockers in rheumatoid arthritis (RA)
patients ≥50 years old with at least one cardiovascular (CV) risk factor, a higher rate
of all-cause mortality, including sudden CV death, was observed with the JAK inhibitor.
Consider the benefits and risks for the individual patient prior to initiating or continuing
therapy with RINVOQ.

MALIGNANCIES

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

MAJOR ADVERSE CARDIOVASCULAR EVENTS

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

THROMBOSIS

Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial
thrombosis have occurred in patients treated with JAK inhibitors used to treat
inflammatory conditions. Many of these adverse events were serious and some
resulted in death.
In a large, randomized, postmarketing study comparing another JAK inhibitor to TNF
blockers in RA patients ≥50 years old with at least one CV risk factor, a higher rate of
thrombosis was observed with the JAK inhibitor. Avoid RINVOQ in patients at risk. Patients
with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated.

HYPERSENSITIVITY

RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any
of its excipients. Serious hypersensitivity reactions, such as anaphylaxis and angioedema,
were reported in patients receiving RINVOQ in clinical trials. If a clinically significant
hypersensitivity reaction occurs, discontinue RINVOQ and institute appropriate therapy.

GASTROINTESTINAL PERFORATIONS

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

© 2022 AbbVie.

All rights reserved.

RINVOQ® and its design are registered trademarks of AbbVie.

Lymphopenia
Absolute lymphocyte counts (ALC) <500 cells/mm3 were reported in RINVOQ clinical
studies. Treatment with RINVOQ is not recommended in patients with an ALC <500 cells/
mm3. Evaluate at baseline and thereafter according to routine patient management.
Anemia
Decreases in hemoglobin levels to <8 g/dL were reported in RINVOQ clinical studies.
Treatment should not be initiated or should be interrupted in patients with hemoglobin
levels <8 g/dL. Evaluate at baseline and thereafter according to routine patient
management.
Lipids
Treatment with RINVOQ was associated with increases in lipid parameters, including total
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL)
cholesterol. Manage patients according to clinical guidelines for the management of
hyperlipidemia. Evaluate 12 weeks after initiation of treatment and thereafter according
to the clinical guidelines for hyperlipidemia.
Liver enzyme elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme
elevation compared to placebo. Evaluate at baseline and thereafter according to routine
patient management. Prompt investigation of the cause of liver enzyme elevation is
recommended to identify potential cases of drug-induced liver injury. If increases in
aspartate aminotransferase (AST) or alanine aminotransferase (ALT) are observed during
routine patient management and drug-induced liver injury is suspected, RINVOQ should be
interrupted until this diagnosis is excluded.

EMBRYO-FETAL TOXICITY

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

VACCINATION

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

LACTATION

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

HEPATIC IMPAIRMENT

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

ADVERSE REACTIONS

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

Please see Brief Summary of full Prescribing Information on the following
pages of this advertisement.
EASI=Eczema Area and Severity Index; NRS=numerical rating scale; vIGA=Validated Investigator’s Global
Assessment. EASI 75 is an improvement of at least 75% in lesion extent and severity. EASI 90 is an improvement
of at least 90% in lesion extent and severity. vIGA-AD 0/1 is defined as clear or almost clear skin with at least
2 grades of reduction from baseline. Improvement in worst pruritus NRS ≥4 is defined as an improvement
(reduction) in worst pruritus NRS ≥4 points.
References: 1. RINVOQ [package insert]. North Chicago, IL: AbbVie Inc.; 2022. 2. DOF [Data on File]. ABVRRTI72028.
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RINVOQ® (RIN-VOKE) (upadacitinib) extended-release tablets, for oral use
WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE
CARDIOVASCULAR EVENTS, AND THROMBOSIS
SERIOUS INFECTIONS
Patients treated with RINVOQ are at increased risk for developing serious infections that may lead
to hospitalization or death [see Warnings and Precautions, Adverse Reactions]. Most patients who
developed these infections were taking concomitant immunosuppressants such as methotrexate or
corticosteroids.
If a serious infection develops, interrupt RINVOQ until the infection is controlled.
Reported infections include:
• Active tuberculosis, which may present with pulmonary or extrapulmonary disease. Patients
should be tested for latent tuberculosis before RINVOQ use and during therapy. Treatment for
latent infection should be considered prior to RINVOQ use.
• Invasive fungal infections, including cryptococcosis and pneumocystosis.
• Bacterial, viral, including herpes zoster, and other infections due to opportunistic pathogens.
The risks and benefits of treatment with RINVOQ should be carefully considered prior to initiating
therapy in patients with chronic or recurrent infection.
Patients should be closely monitored for the development of signs and symptoms of infection during
and after treatment with RINVOQ, including the possible development of tuberculosis in patients
who tested negative for latent tuberculosis infection prior to initiating therapy [see Warnings and
Precautions].
MORTALITY
In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) patients 50 years
of age and older with at least one cardiovascular risk factor comparing another Janus kinase (JAK)
inhibitor to tumor necrosis factor (TNF) blockers, a higher rate of all-cause mortality, including
sudden cardiovascular death, was observed with the JAK inhibitor [see Warnings and Precautions].
MALIGNANCIES
Lymphoma and other malignancies have been observed in patients treated with RINVOQ. In RA
patients treated with another JAK inhibitor, a higher rate of malignancies (excluding non-melanoma
skin cancer (NMSC)) was observed when compared with TNF blockers. Patients who are current or
past smokers are at additional increased risk [see Warnings and Precautions].
MAJOR ADVERSE CARDIOVASCULAR EVENTS
In RA patients 50 years of age and older with at least one cardiovascular risk factor treated with
another JAK inhibitor, a higher rate of major adverse cardiovascular events (MACE) (defined as
cardiovascular death, myocardial infarction, and stroke), was observed when compared with TNF
blockers. Patients who are current or past smokers are at additional increased risk. Discontinue
RINVOQ in patients that have experienced a myocardial infarction or stroke [see Warnings and
Precautions].
THROMBOSIS
Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial thrombosis have
occurred in patients treated with JAK inhibitors used to treat inflammatory conditions. Many of
these adverse events were serious and some resulted in death. In RA patients 50 years of age and
older with at least one cardiovascular risk factor treated with another JAK inhibitor, a higher rate
of thrombosis was observed when compared with TNF blockers. Avoid RINVOQ in patients at risk.
Patients with symptoms of thrombosis should discontinue RINVOQ and be promptly evaluated [see
Warnings and Precautions].
INDICATIONS AND USAGE
Rheumatoid Arthritis
RINVOQ® (upadacitinib) is indicated for the treatment of adults with moderately to severely active rheumatoid
arthritis who have had an inadequate response or intolerance to one or more TNF blockers.
• Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic disease-modifying
antirheumatic drugs (DMARDs), or with potent immunosuppressants such as azathioprine and cyclosporine,
is not recommended.
Psoriatic Arthritis
RINVOQ is indicated for the treatment of adults with active psoriatic arthritis who have had an inadequate
response or intolerance to one or more TNF blockers.
• Limitations of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic DMARDs, or with potent
immunosuppressants such as azathioprine and cyclosporine, is not recommended.
Atopic Dermatitis
RINVOQ is indicated for the treatment of adults and pediatric patients 12 years of age and older with refractory,
moderate to severe atopic dermatitis whose disease is not adequately controlled with other systemic drug
products, including biologics, or when use of those therapies are inadvisable.
• Limitations of Use: RINVOQ is not recommended for use in combination with other JAK inhibitors, biologic
immunomodulators, or with other immunosuppressants.
CONTRAINDICATIONS
RINVOQ is contraindicated in patients with known hypersensitivity to upadacitinib or any of its excipients [see
Warnings and Precautions].
WARNINGS AND PRECAUTIONS
Serious Infections
Serious and sometimes fatal infections have been reported in patients receiving RINVOQ. The most frequent
serious infections reported with RINVOQ included pneumonia and cellulitis [see Adverse Reactions]. Among
opportunistic infections, tuberculosis, multidermatomal herpes zoster, oral/esophageal candidiasis, and
cryptococcosis, were reported with RINVOQ.
Avoid use of RINVOQ in patients with an active, serious infection, including localized infections. Consider the
risks and benefits of treatment prior to initiating RINVOQ in patients:
• with chronic or recurrent infection
• who have been exposed to tuberculosis
• with a history of a serious or an opportunistic infection
• who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
• with underlying conditions that may predispose them to infection.
Closely monitor patients for the development of signs and symptoms of infection during and after treatment
with RINVOQ. Interrupt RINVOQ if a patient develops a serious or opportunistic infection.
A patient who develops a new infection during treatment with RINVOQ should undergo prompt and complete
diagnostic testing appropriate for an immunocompromised patient; appropriate antimicrobial therapy should
be initiated, the patient should be closely monitored, and RINVOQ should be interrupted if the patient is not
responding to antimicrobial therapy. RINVOQ may be resumed once the infection is controlled.
Tuberculosis
Evaluate and test patients for latent and active tuberculosis (TB) infection prior to administration of RINVOQ.
Patients with latent TB should be treated with standard antimycobacterial therapy before initiating RINVOQ.
RINVOQ should not be given to patients with active TB. Consider anti-TB therapy prior to initiation of RINVOQ in
patients with previously untreated latent TB or active TB in whom an adequate course of treatment cannot be
confirmed, and for patients with a negative test for latent TB but who have risk factors for TB infection.
Consultation with a physician with expertise in the treatment of TB is recommended to aid in the decision
about whether initiating anti-TB therapy is appropriate for an individual patient.
During RINVOQ use, monitor patients for the development of signs and symptoms of TB, including patients who
tested negative for latent TB infection prior to initiating therapy.
Viral Reactivation
Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster) and hepatitis B virus
reactivation, were reported in clinical trials with RINVOQ [see Adverse Reactions]. The risk of herpes zoster
appears to be higher in patients treated with RINVOQ in Japan. If a patient develops herpes zoster, consider
temporarily interrupting RINVOQ until the episode resolves.
Screening for viral hepatitis and monitoring for reactivation should be performed in accordance with clinical
guidelines before starting and during therapy with RINVOQ. Patients who were positive for hepatitis C antibody
and hepatitis C virus RNA, were excluded from clinical trials. Patients who were positive for hepatitis B surface
antigen or hepatitis B virus DNA were excluded from clinical trials. However, cases of hepatitis B reactivation
were still reported in patients enrolled in the Phase 3 trials of RINVOQ. If hepatitis B virus DNA is detected while
receiving RINVOQ, a liver specialist should be consulted.
Mortality
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age
and older with at least one cardiovascular risk factor, a higher rate of all-cause mortality, including sudden
cardiovascular death, was observed in patients treated with the JAK inhibitor compared with TNF blockers.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ.
Malignancy and Lymphoproliferative Disorders
Malignancies, including lymphomas, were observed in clinical trials of RINVOQ [see Adverse Reactions].
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients, a higher rate of
malignancies (excluding non-melanoma skin cancer (NMSC)) was observed in patients treated with the JAK
inhibitor compared to those treated with TNF blockers. A higher rate of lymphomas was observed in patients
treated with the JAK inhibitor compared to those treated with TNF blockers. A higher rate of lung cancers
was observed in current or past smokers treated with the JAK inhibitor compared to those treated with TNF
blockers. In this study, current or past smokers had an additional increased risk of overall malignancies.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ,
particularly in patients with a known malignancy (other than a successfully treated NMSC), patients who
develop a malignancy when on treatment, and patients who are current or past smokers.

20066213 Rinvoq PB-10.5x13 (2).indd 1

PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

Non-Melanoma Skin Cancer
NMSCs have been reported in patients treated with RINVOQ. Periodic skin examination is recommended for
patients who are at increased risk for skin cancer.
Exposure to sunlight and UV light should be limited by wearing protective clothing and using a broad-spectrum
sunscreen.
Major Adverse Cardiovascular Events
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age and
older with at least one cardiovascular risk factor, a higher rate of major adverse cardiovascular events (MACE)
defined as cardiovascular death, non-fatal myocardial infarction (MI), and non-fatal stroke was observed with
the JAK inhibitor compared to those treated with TNF blockers. Patients who are current or past smokers are
at additional increased risk.
Consider the benefits and risks for the individual patient prior to initiating or continuing therapy with RINVOQ,
particularly in patients who are current or past smokers and patients with other cardiovascular risk factors.
Patients should be informed about the symptoms of serious cardiovascular events and the steps to take if they
occur. Discontinue RINVOQ in patients that have experienced a myocardial infarction or stroke.
Thrombosis
Thrombosis, including deep venous thrombosis (DVT), pulmonary embolism (PE), and arterial thrombosis, have
occurred in patients treated for inflammatory conditions with JAK inhibitors, including RINVOQ. Many of these
adverse events were serious and some resulted in death.
In a large, randomized, postmarketing safety study of another JAK inhibitor in RA patients 50 years of age
and older with at least one cardiovascular risk factor, higher rates of overall thrombosis, DVT, and PE were
observed compared to those treated with TNF blockers.
If symptoms of thrombosis occur, patients should discontinue RINVOQ and be evaluated promptly and treated
appropriately. Avoid RINVOQ in patients that may be at increased risk of thrombosis.
Hypersensitivity Reactions
Serious hypersensitivity reactions such as anaphylaxis and angioedema were reported in patients receiving
RINVOQ in clinical trials. If a clinically significant hypersensitivity reaction occurs, discontinue RINVOQ and
institute appropriate therapy [see Adverse Reactions].
Gastrointestinal Perforations
Gastrointestinal perforations have been reported in clinical trials with RINVOQ. In these trials, many patients
with rheumatoid arthritis were receiving background therapy with nonsteroidal anti-inflammatory drugs
(NSAIDs).
Monitor RINVOQ-treated patients who may be at risk for gastrointestinal perforation (e.g., patients with a
history of diverticulitis or taking NSAIDs). Evaluate promptly patients presenting with new onset abdominal pain
for early identification of gastrointestinal perforation.
Laboratory Abnormalities
Neutropenia
Treatment with RINVOQ was associated with an increased incidence of neutropenia (ANC less than
1000 cells/mm3).
Evaluate neutrophil counts at baseline and thereafter according to routine patient management. Avoid
RINVOQ initiation and interrupt RINVOQ treatment in patients with a low neutrophil count (i.e., ANC less than
1000 cells/mm3).
Lymphopenia
ALC less than 500 cells/mm3 were reported in RINVOQ-treated patients in clinical trials.
Evaluate lymphocyte counts at baseline and thereafter according to routine patient management. Avoid RINVOQ
initiation or interrupt RINVOQ treatment in patients with a low lymphocyte count (i.e., less than 500 cells/mm3).
Anemia
Decreases in hemoglobin levels to less than 8 g/dL were reported in RINVOQ-treated patients in clinical trials.
Evaluate hemoglobin at baseline and thereafter according to routine patient management. Avoid RINVOQ
initiation or interrupt RINVOQ treatment in patients with a low hemoglobin level (i.e., less than 8 g/dL).
Lipids
Treatment with RINVOQ was associated with increases in lipid parameters, including total cholesterol,
low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol [see Adverse
Reactions]. Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin therapy. The
effect of these lipid parameter elevations on cardiovascular morbidity and mortality has not been determined.
Assess lipid parameters approximately 12 weeks after initiation of treatment, and thereafter according to the
clinical guidelines for hyperlipidemia. Manage patients according to clinical guidelines for the management of
hyperlipidemia.
Liver Enzyme Elevations
Treatment with RINVOQ was associated with increased incidence of liver enzyme elevations compared to
treatment with placebo.
Evaluate liver enzymes at baseline and thereafter according to routine patient management. Prompt
investigation of the cause of liver enzyme elevation is recommended to identify potential cases of drug-induced
liver injury.
If increases in ALT or AST are observed during routine patient management and drug-induced liver injury is
suspected, RINVOQ should be interrupted until this diagnosis is excluded.
Embryo-Fetal Toxicity
Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a pregnant woman.
Administration of upadacitinib to rats and rabbits during organogenesis caused increases in fetal malformations.
Verify the pregnancy status of patients of reproductive potential prior to starting treatment. Advise females of
reproductive potential of the potential risk to the fetus and to use effective contraception during treatment with
RINVOQ and for 4 weeks following completion of therapy [see Use in Specific Populations].
Vaccinations
Avoid use of live vaccines during, or immediately prior to, RINVOQ therapy. Prior to initiating RINVOQ, it
is recommended that patients be brought up to date with all immunizations, including varicella zoster or
prophylactic herpes zoster vaccinations, in agreement with current immunization guidelines.
ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:
• Serious Infections [see Warnings and Precautions]
• Mortality [see Warnings and Precautions]
• Malignancy and Lymphoproliferative Disorders [see Warnings and Precautions]
• Major Adverse Cardiovascular Events [see Warnings and Precautions]
• Thrombosis [see Warnings and Precautions]
• Hypersensitivity Reactions [see Warnings and Precautions]
• Gastrointestinal Perforations [see Warnings and Precautions]
• Laboratory Abnormalities [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.
Adverse Reactions in Patients with Rheumatoid Arthritis
A total of 3833 patients with rheumatoid arthritis were treated with upadacitinib in the Phase 3 clinical trials of
whom 2806 were exposed for at least one year.
Patients could advance or switch to RINVOQ 15 mg from placebo, or be rescued to RINVOQ from active
comparator or placebo from as early as Week 12 depending on the trial design.
A total of 2630 patients received at least 1 dose of RINVOQ 15 mg, of whom 1860 were exposed for at least
one year. In trials RA-I, RA-II, RA-III and RA-V, 1213 patients received at least 1 dose of RINVOQ 15 mg,
of which 986 patients were exposed for at least one year, and 1203 patients received at least 1 dose of
upadacitinib 30 mg, of which 946 were exposed for at least one year.
Table 1: Adverse Reactions Reported in ≥ 1% of Rheumatoid Arthritis Patients Treated with RINVOQ
15 mg in Placebo-controlled Trials
Placebo

RINVOQ
15 mg

n=1042
(%)

n=1035
(%)

Upper respiratory tract infection (URTI)*

9.5

13.5

Nausea

2.2

3.5

Cough

1.0

2.2

Pyrexia

0

1.2

Adverse Reaction

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

MTX-controlled Trials: Trials RA-I and RA-II were integrated to represent safety through 12/14 weeks for MTX
(n=530), RINVOQ 15 mg (n=534), and upadacitinib 30 mg (n=529).
12-Month Exposure Dataset: Trials RA-I, II, III, and V were integrated to represent the long-term safety of
RINVOQ 15 mg (n=1213) and upadacitinib 30 mg (n=1203).
Exposure adjusted incidence rates were adjusted by trial for all the adverse events reported in this section.
Specific Adverse Reactions
Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, infections were reported in 218 patients (95.7 per 100
patient-years) treated with placebo and 284 patients (127.8 per 100 patient-years) treated with RINVOQ
15 mg. In RA-III and RA-V, infections were reported in 99 patients (136.5 per 100 patient-years) treated with
placebo, 118 patients (164.5 per 100 patient-years) treated with RINVOQ 15 mg, and 126 patients (180.3 per
100 patient-years) treated with upadacitinib 30 mg.
MTX-controlled Trials: Infections were reported in 127 patients (119.5 per 100 patient-years) treated with MTX
monotherapy, 104 patients (91.8 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and 128
patients (115.1 per 100 patient-years) treated with upadacitinib 30 mg monotherapy.
12-Month Exposure Dataset: Infections were reported in 615 patients (83.8 per 100 patient-years) treated with
RINVOQ 15 mg and 674 patients (99.7 per 100 patient-years) treated with upadacitinib 30 mg.
Serious Infections
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, serious infections were reported in 6 patients
(2.3 per 100 patient-years) treated with placebo, and 12 patients (4.6 per 100 patient-years) treated with
RINVOQ 15 mg. In RA-III and RA-V, serious infections were reported in 1 patient (1.2 per 100 patient-years)
treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 7 patients
(8.2 per 100 patient-years) treated with upadacitinib 30 mg.
MTX-controlled Trials: Serious infections were reported in 2 patients (1.6 per 100 patient-years) treated with
MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg monotherapy, and
8 patients (6.4 per 100 patient-years) treated with upadacitinib 30 mg monotherapy.
12-Month Exposure Dataset: Serious infections were reported in 38 patients (3.5 per 100 patient-years) treated
with RINVOQ 15 mg and 59 patients (5.6 per 100 patient-years) treated with upadacitinib 30 mg.
The most frequently reported serious infections were pneumonia and cellulitis.
Tuberculosis
Placebo-controlled Trials and MTX-controlled Trials: In the placebo-controlled period, there were no active
cases of tuberculosis reported in the placebo, RINVOQ 15 mg, and upadacitinib 30 mg groups. In the
MTX-controlled period, there were no active cases of tuberculosis reported in the MTX monotherapy, RINVOQ
15 mg monotherapy, and upadacitinib 30 mg monotherapy groups.
12-Month Exposure Dataset: Active tuberculosis was reported for 2 patients treated with RINVOQ 15 mg and 1
patient treated with upadacitinib 30 mg. Cases of extra-pulmonary tuberculosis were reported.
Opportunistic Infections (excluding tuberculosis)
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, opportunistic infections were reported in 3 patients
(1.2 per 100 patient-years) treated with placebo, and 5 patients (1.9 per 100 patient-years) treated with
RINVOQ 15 mg. In RA-III and RA-V, opportunistic infections were reported in 1 patient (1.2 per 100 patientyears) treated with placebo, 2 patients (2.3 per 100 patient-years) treated with RINVOQ 15 mg, and 6 patients
(7.1 per 100 patient-years) treated with upadacitinib 30 mg.
MTX-controlled Trials: Opportunistic infections were reported in 1 patient (0.8 per 100 patient-years) treated
with MTX monotherapy, 0 patients treated with RINVOQ 15 mg monotherapy, and 4 patients (3.2 per 100
patient-years) treated with upadacitinib 30 mg monotherapy.
12-Month Exposure Dataset: Opportunistic infections were reported in 7 patients (0.6 per 100 patient-years)
treated with RINVOQ 15 mg and 15 patients (1.4 per 100 patient-years) treated with upadacitinib 30 mg.
Malignancies
Placebo-controlled Trials: In RA-III, RA-IV, and RA-V, malignancies excluding NMSC were reported in 1 patient
(0.4 per 100 patient-years) treated with placebo, and 1 patient (0.4 per 100 patient-years) treated with RINVOQ
15 mg. In RA-III and RA-V, malignancies excluding NMSC were reported in 0 patients treated with placebo,
1 patient (1.1 per 100 patient-years) treated with RINVOQ 15 mg, and 3 patients (3.5 per 100 patient-years)
treated with upadacitinib 30 mg.
MTX-controlled Trials: Malignancies excluding NMSC were reported in 1 patient (0.8 per 100 patientyears) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with RINVOQ 15 mg
monotherapy, and 0 patients treated with upadacitinib 30 mg monotherapy.
12-Month Exposure Dataset: Malignancies excluding NMSC were reported in 13 patients (1.2 per 100 patientyears) treated with RINVOQ 15 mg and 14 patients (1.3 per 100 patient-years) treated with upadacitinib 30 mg.
Gastrointestinal Perforations
Placebo-controlled Trials: There were no gastrointestinal perforations (based on medical review) reported in
patients treated with placebo, RINVOQ 15 mg, and upadacitinib 30 mg.
MTX-controlled Trials: There were no cases of gastrointestinal perforations reported in the MTX and RINVOQ
15 mg group through 12/14 weeks. Two cases of gastrointestinal perforations were observed in the
upadacitinib 30 mg group.
12-Month Exposure Dataset: Gastrointestinal perforations were reported in 1 patient treated with RINVOQ
15 mg and 4 patients treated with upadacitinib 30 mg.
Thrombosis
Placebo-controlled Trials: In RA-IV, venous thrombosis (pulmonary embolism or deep vein thrombosis)
was observed in 1 patient treated with placebo and 1 patient treated with RINVOQ 15 mg. In RA-V, venous
thrombosis was observed in 1 patient treated with RINVOQ 15 mg. There were no observed cases of venous
thrombosis reported in RA-III. No cases of arterial thrombosis were observed through 12/14 weeks.
MTX-controlled Trials: In RA-II, venous thrombosis was observed in 0 patients treated with MTX monotherapy,
1 patient treated with RINVOQ 15 mg monotherapy and 0 patients treated with upadacitinib 30 mg
monotherapy through Week 14. In RA-II, no cases of arterial thrombosis were observed through 12/14 weeks.
In RA-I, venous thrombosis was observed in 1 patient treated with MTX, 0 patients treated with RINVOQ 15 mg
and 1 patient treated with upadacitinib 30 mg through Week 24. In RA-I, arterial thrombosis was observed in 1
patient treated with upadacitinib 30 mg through Week 24.
12-Month Exposure Dataset: Venous thrombosis events were reported in 5 patients (0.5 per 100 patient-years)
treated with RINVOQ 15 mg and 4 patients (0.4 per 100 patient-years) treated with upadacitinib 30 mg. Arterial
thrombosis events were reported in 0 patients treated with RINVOQ 15 mg and 2 patients (0.2 per 100 patientyears) treated with upadacitinib 30 mg.
Laboratory Abnormalities
Hepatic Transaminase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks, alanine
transaminase (ALT) and aspartate transaminase (AST) elevations ≥ 3 x upper limit of normal (ULN) in at least
one measurement were observed in 2.1% and 1.5% of patients treated with RINVOQ 15 mg, and in 1.5% and
0.7% of patients treated with placebo, respectively. In RA-III and RA-V, ALT and AST elevations ≥ 3 x ULN in
at least one measurement were observed in 0.8% and 1.0% of patients treated with RINVOQ 15 mg, 1.0%
and 0% of patients treated with upadacitinib 30 mg and in 1.3% and 1.0% of patients treated with placebo,
respectively.
In MTX-controlled trials, for up to 12/14 weeks, ALT and AST elevations ≥ 3 x ULN in at least one measurement
were observed in 0.8% and 0.4% of patients treated with RINVOQ 15 mg, 1.7% and 1.3% of patients treated
with upadacitinib 30 mg and in 1.9% and 0.9% of patients treated with MTX, respectively.
Lipid Elevations
Upadacitinib treatment was associated with dose-related increases in total cholesterol, triglycerides and LDL
cholesterol. Upadacitinib was also associated with increases in HDL cholesterol. Elevations in LDL and HDL
cholesterol peaked by Week 8 and remained stable thereafter. In controlled trials, for up to 12/14 weeks,
changes from baseline in lipid parameters in patients treated with RINVOQ 15 mg and upadacitinib 30 mg,
respectively, are summarized below:
• Mean LDL cholesterol increased by 14.81 mg/dL and 17.17 mg/dL.
• Mean HDL cholesterol increased by 8.16 mg/dL and 9.01 mg/dL.
• The mean LDL/HDL ratio remained stable.
• Mean triglycerides increased by 13.55 mg/dL and 14.44 mg/dL.
Creatine Phosphokinase Elevations
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,
dose-related increases in creatine phosphokinase (CPK) values were observed. CPK elevations > 5 x ULN
were reported in 1.0%, and 0.3% of patients over 12/14 weeks in the RINVOQ 15 mg and placebo groups,
respectively. Most elevations >5 x ULN were transient and did not require treatment discontinuation. In RA-III
and RA-V, CPK elevations > 5 x ULN were observed in 0.3% of patients treated with placebo, 1.6% of patients
treated with RINVOQ 15 mg, and none in patients treated with upadacitinib 30 mg.
Neutropenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,
dose-related decreases in neutrophil counts, below 1000 cells/mm3 in at least one measurement occurred
in 1.1% and <0.1% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V,
decreases in neutrophil counts below 1000 cells/mm3 in at least one measurement occurred in 0.3% of
patients treated with placebo, 1.3% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with
upadacitinib 30 mg. In clinical trials, treatment was interrupted in response to ANC less than 1000 cells/mm3.
Lymphopenia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,
dose-related decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred
in 0.9% and 0.7% of patients in the RINVOQ 15 mg and placebo groups, respectively. In RA-III and RA-V,
decreases in lymphocyte counts below 500 cells/mm3 in at least one measurement occurred in 0.5% of
patients treated with placebo, 0.5% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated with
upadacitinib 30 mg.
Anemia
In placebo-controlled trials (RA-III, RA-IV, and RA-V) with background DMARDs, for up to 12/14 weeks,
hemoglobin decreases below 8 g/dL in at least one measurement occurred in <0.1% of patients in both the
RINVOQ 15 mg and placebo groups. In RA-III and RA-V, hemoglobin decreases below 8 g/dL in at least one
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measurement were observed in 0.3% of patients treated with placebo, and none in patients treated with
RINVOQ 15 mg and upadacitinib 30 mg.
Adverse Reactions in Patients with Psoriatic Arthritis
A total of 1827 patients with psoriatic arthritis were treated with upadacitinib in clinical studies representing
1639.2 patient-years of exposure, of whom 722 were exposed to upadacitinib for at least one year. In the two
Phase 3 studies, 907 patients received at least 1 dose of RINVOQ 15 mg, of whom 359 were exposed for at
least one year.
Two placebo-controlled studies were integrated (640 patients on RINVOQ 15 mg once daily and 635 patients
on placebo) to evaluate the safety of RINVOQ 15 mg in comparison to placebo for up to 24 weeks after
treatment initiation.
Overall, the safety profile observed in patients with active psoriatic arthritis treated with RINVOQ 15 mg
was consistent with the safety profile observed in patients with rheumatoid arthritis. During the 24-week
placebo-controlled period, the frequencies of herpes zoster and herpes simplex were >1% (1.1% and 1.4%,
respectively) with RINVOQ 15 mg and 0.8% and 1.3%, respectively with placebo. A higher incidence of acne
and bronchitis was also observed in patients treated with RINVOQ 15 mg (1.3% and 3.9%, respectively)
compared to placebo (0.3% and 2.7%, respectively).
Adverse Reactions in Patients with Atopic Dermatitis
Three Phase 3 (AD-1, AD-2, and AD-3) and one Phase 2b (AD-4) randomized, double-blind, placebo-controlled,
multicenter trials evaluated the safety of RINVOQ in patients with moderate-to-severe atopic dermatitis. The
majority of patients were White (68%) and male (57%). The mean age was 34 years (ranged from 12 to
75 years) and 13% of the patients were 12 to less than 18 years. In these 4 trials, 2612 patients were treated
with RINVOQ 15 mg or 30 mg orally once daily, with or without concomitant topical corticosteroids (TCS).
In the Phase 3 clinical trials (AD-1, AD-2, and AD-3), a total of 1239 patients received RINVOQ 15 mg, of
whom 791 were exposed for at least one year and 1246 patients received RINVOQ 30 mg, of whom 826 were
exposed for at least one year.
Trials AD-1, AD-2, and AD-4 compared the safety of RINVOQ monotherapy to placebo through Week 16. Trial
AD-3 compared the safety of RINVOQ + TCS to placebo + TCS through Week 16.
Weeks 0 to 16 (Trials AD-1 to AD-4)
In RINVOQ trials with and without TCS (Trials AD-1, 2, 3 and 4) through Week 16, the proportion of patients
who discontinued treatment because of adverse reactions in the RINVOQ 15 mg, 30 mg and placebo groups
were 2.3%, 2.9% and 3.8%, respectively. Table 2 summarizes the adverse reactions that occurred at a rate of
at least 1% in the RINVOQ 15 mg or 30 mg groups during the first 16 weeks of treatment.
Table 2: Adverse Reactions Reported in ≥ 1% of Patients with Atopic Dermatitis Treated with RINVOQ
15 mg or 30 mg
Placebo

RINVOQ
RINVOQ
15 mg
30 mg
n=902
n=899
n=906
(%)
(%)
(%)
Upper respiratory tract infection (URTI)*
17
23
25
Acne**
2
10
16
Herpes simplex***
2
4
8
Headache
4
6
6
Increased blood creatine phosphokinase
2
5
6
Cough
1
3
3
Hypersensitivity****
2
2
3
Folliculitis
1
2
3
Nausea
1
3
3
Abdominal pain*****
1
3
2
Pyrexia
1
2
2
Increased Weight
1
2
2
Herpes zoster******
1
2
2
Influenza
<1
2
2
Fatigue
1
1
2
Neutropenia
<1
1
2
Myalgia
1
1
2
Influenza like illness
1
1
2
* Includes: laryngitis, laryngitis viral, nasopharyngitis, oropharyngeal pain, pharyngeal abscess, pharyngitis,
pharyngitis streptococcal, pharyngotonsillitis, respiratory tract infection, respiratory tract infection viral,
rhinitis, rhinolaryngitis, sinusitis, tonsillitis, tonsillitis bacterial, upper respiratory tract infection, viral
pharyngitis, viral upper respiratory tract infection
** Includes: acne and dermatitis acneiform
*** Includes: genital herpes, genital herpes simplex, herpes dermatitis, herpes ophthalmic, herpes simplex,
nasal herpes, ophthalmic herpes simplex, herpes virus infection, oral herpes
**** Includes anaphylactic reaction, anaphylactic shock, angioedema, dermatitis exfoliative generalized, drug
hypersensitivity, eyelid oedema, face oedema, hypersensitivity, periorbital swelling, pharyngeal swelling,
swelling face, toxic skin eruption, type I hypersensitivity, urticaria
***** Includes abdominal pain and abdominal pain upper
****** Includes herpes zoster and varicella
Adverse Reaction

Other adverse reactions reported in less than 1% of patients in the RINVOQ 15 mg and/or 30 mg group and at a
higher rate than in the placebo group through Week 16 included anemia, oral candidiasis, pneumonia, and the
adverse event of retinal detachment.
The safety profile of RINVOQ through Week 52 was generally consistent with the safety profile observed at
Week 16.
Overall, the safety profile observed in patients with AD treated with RINVOQ was similar to the safety profile
in patients with RA. Other specific adverse reactions that were reported in patients with AD included eczema
herpeticum/Kaposi’s varicelliform eruption.
Eczema Herpeticum/Kaposi’s Varicelliform Eruption
Placebo-controlled Period (16 weeks): Eczema herpeticum was reported in 4 patients (1.6 per 100 patientyears) treated with placebo, 6 patients (2.2 per 100 patient-years) treated with RINVOQ 15 mg and 7 patients
(2.6 per 100 patient-years) treated with RINVOQ 30 mg.
12-Month Exposure (Weeks 0 to 52): Eczema herpeticum was reported in 18 patients (1.6 per 100 patientyears) treated with RINVOQ 15 mg and 17 patients (1.5 per 100 patient-years) treated with RINVOQ 30 mg.
DRUG INTERACTIONS
Strong CYP3A4 Inhibitors
Upadacitinib exposure is increased when RINVOQ is co-administered with a strong CYP3A4 inhibitor (such as
ketoconazole), which may increase the risk of RINVOQ adverse reactions. Monitor patients closely for adverse
reactions when co-administering RINVOQ 15 mg once daily with strong CYP3A4 inhibitors. Coadministration of
RINVOQ 30 mg once daily with strong CYP3A4 inhibitors is not recommended.
Strong CYP3A4 Inducers
Upadacitinib exposure is decreased when RINVOQ is co-administered with strong CYP3A4 inducers (such as
rifampin), which may lead to reduced therapeutic effect of RINVOQ. Coadministration of RINVOQ with strong
CYP3A4 inducers is not recommended.
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USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Available data from the pharmacovigilance safety database and postmarketing case reports on use of RINVOQ
in pregnant women are not sufficient to evaluate a drug-associated risk for major birth defects or miscarriage.
Based on animal studies, RINVOQ has the potential to adversely affect a developing fetus. Advise patients of
reproductive potential and pregnant patients of the potential risk to the fetus.
In animal embryo-fetal development studies, oral upadacitinib administration to pregnant rats and rabbits
at exposures equal to or greater than approximately 2 and 17 times the 15 mg dose and 0.9 and 8.5 times
the maximum recommended human dose (MRHD) of 30 mg, respectively, resulted in dose-related increases
in skeletal malformations (rats only), an increased incidence of cardiovascular malformations (rabbits only),
increased post-implantation loss (rabbits only), and decreased fetal body weights in both rats and rabbits.
No developmental toxicity was observed in pregnant rats and rabbits treated with oral upadacitinib during
organogenesis at approximately 0.3 and 2.5 times the 15 mg dose and 0.2 and 1.3 times the MRHD of
30 mg, respectively. In a pre- and post-natal development study in pregnant female rats, oral upadacitinib
administration at exposures approximately 1.6 times the MRHD of 30 mg resulted in no maternal or
developmental toxicity (see. Data).
The background risks of major birth defects and miscarriage for the indicated populations are unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriages are 2-4% and 15-20%,
respectively.
Report pregnancies to the AbbVie Inc.’s Adverse Event reporting line at 1-888-633-9110, or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.
Clinical Considerations
Disease-Associated Maternal and/or Embryo/Fetal Risk
Published data suggest that increased disease activity is associated with the risk of developing adverse
pregnancy outcomes in women with rheumatoid arthritis. Adverse pregnancy outcomes include preterm
delivery (before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational
age at birth.
Data
Animal Data
In an oral embryo-fetal development study, pregnant rats received upadacitinib at doses of 5, 25, and
75 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib was teratogenic
(skeletal malformations that consisted of misshapen humerus and bent scapula) at exposures equal to or
greater than approximately 1.0 times the MRHD of 30 mg (on an AUC basis at maternal oral doses of
5 mg/kg/day and higher). Additional skeletal malformations (bent forelimbs/hindlimbs and rib/vertebral
defects) and decreased fetal body weights were observed in the absence of maternal toxicity at an exposure
approximately 48 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of 75 mg/kg/day).
In a second oral embryo-fetal development study, pregnant rats received upadacitinib at doses of 1.5 and
4 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib was teratogenic
(skeletal malformations that included bent humerus and scapula) at exposures approximately 0.9 times the
MRHD of 30 mg (on an AUC basis at maternal oral doses of 4 mg/kg/day). No developmental toxicity was
observed in rats at an exposure approximately 0.2 times the MRHD of 30 mg (on an AUC basis at a maternal
oral dose of 1.5 mg/kg/day).
In an oral embryo-fetal developmental study, pregnant rabbits received upadacitinib at doses of 2.5, 10, and
25 mg/kg/day during the period of organogenesis from gestation day 7 to 19. Embryolethality, decreased fetal
body weights, and cardiovascular malformations were observed in the presence of maternal toxicity at an
exposure approximately 8.5 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of
25 mg/kg/day). Embryolethality consisted of increased post-implantation loss that was due to elevated
incidences of both total and early resorptions. No developmental toxicity was observed in rabbits at an exposure
approximately 1.3 times the MRHD of 30 mg (on an AUC basis at a maternal oral dose of 10 mg/kg/day).
In an oral pre- and post-natal development study, pregnant female rats received upadacitinib at doses of
2.5, 5, and 10 mg/kg/day from gestation day 6 through lactation day 20. No maternal or developmental toxicity
was observed in either mothers or offspring, respectively, at an exposure approximately 1.6 times the MRHD of
30 mg (on an AUC basis at a maternal oral dose of 10 mg/kg/day).
Lactation
Risk Summary
There are no data on the presence of upadacitinib in human milk, the effects on the breastfed infant, or the
effects on milk production. Available pharmacodynamic/toxicological data in animals have shown excretion of
upadacitinib in milk (see Data). When a drug is present in animal milk, it is likely that the drug will be present
in human milk. Because of the potential for serious adverse reactions in the breastfed infant, advise patients
that breastfeeding is not recommended during treatment with RINVOQ, and for 6 days (approximately
10 half-lives) after the last dose.
Data
A single oral dose of 10 mg/kg radiolabeled upadacitinib was administered to lactating female Sprague-Dawley
rats on post-partum days 7-8. Drug exposure was approximately 30-fold greater in milk than in maternal
plasma based on AUC0-t values. Approximately 97% of drug-related material in milk was parent drug.
Females and Males of Reproductive Potential
Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to starting treatment with RINVOQ
[see Use in Specific Populations].
Contraception
Females
Based on animal studies, upadacitinib may cause embryo-fetal harm when administered to pregnant
women [see Use in Specific Populations]. Advise female patients of reproductive potential to use effective
contraception during treatment with RINVOQ and for 4 weeks after the final dose.
Pediatric Use
Juvenile Idiopathic Arthritis and Psoriatic Arthritis
The safety and effectiveness of RINVOQ in pediatric patients with juvenile idiopathic arthritis and psoriatic
arthritis have not been established.
Atopic Dermatitis
The safety and effectiveness of RINVOQ in pediatric patients 12 years of age and older weighing at least
40 kg with atopic dermatitis have been established. A total of 344 pediatric patients aged 12 to 17 years with
moderate to severe atopic dermatitis were randomized across three trials (AD-1, AD-2 and AD-3) to receive
either RINVOQ 15 mg (N=114) or 30 mg (N=114) or matching placebo (N=116) in monotherapy or combination
with topical corticosteroids. Efficacy was consistent between the pediatric patients and adults. The adverse
reaction profile in the pediatric patients was similar to the adults [see Adverse Reactions].
The safety and effectiveness of RINVOQ in pediatric patients less than 12 years of age with atopic dermatitis
have not been established.
Geriatric Use
Rheumatoid Arthritis and Psoriatic Arthritis
Of the 4381 patients treated in the five clinical studies, a total of 906 rheumatoid arthritis patients were 65
years of age or older, including 146 patients 75 years and older. Of the 1827 patients treated in the two
psoriatic arthritis Phase 3 clinical studies, a total of 274 patients were 65 years of age or older, including
34 patients 75 years and older. No differences in effectiveness were observed between these patients and
younger patients; however, there was a higher rate of overall adverse events, including serious infections, in
patients 65 years of age and older.
Atopic Dermatitis
Of the 2583 patients treated in the three Phase 3 clinical trials, a total of 120 patients with atopic dermatitis
were 65 years of age or older, including 6 patients 75 years of age. No differences in effectiveness were

observed between these patients and younger patients; however, there was a higher rate of serious infections
and malignancies in those patients 65 years of age or older in the 30 mg dosing group in the long-term trials.
Renal Impairment
For patients with rheumatoid arthritis and psoriatic arthritis, no dosage adjustment is needed in patients with
mild, moderate or severe renal impairment.
For patients with atopic dermatitis, the maximum recommended dosage is 15 mg once daily for patients
with severe renal impairment (CrCL < 30 mL/min). No dosage adjustment is needed in patients with mild or
moderate renal impairment.
The use of RINVOQ has not been studied in patients with end stage renal disease, and therefore not
recommended for use in this population.
Hepatic Impairment
No dosage adjustment is needed in patients with mild (Child Pugh A) or moderate (Child Pugh B) hepatic
impairment. The use of RINVOQ has not been studied in patients with severe hepatic impairment (Child Pugh C),
and therefore not recommended for use in this population.
PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Serious Infections
Inform patients that they may be more likely to develop infections when taking RINVOQ. Instruct patients to
contact their healthcare provider immediately during treatment if they develop any signs or symptoms of an
infection [see Warnings and Precautions].
Advise patients that the risk of herpes zoster is increased in patients taking RINVOQ and in some cases can be
serious [see Warnings and Precautions].
Malignancies
Inform patients that RINVOQ may increase their risk of certain cancers and that periodic skin examinations
should be performed while using RINVOQ.
Advise patients that exposure to sunlight and UV light should be limited by wearing protective clothing and
using a broad-spectrum sunscreen [see Warnings and Precautions].
Major Adverse Cardiovascular Events
Inform patients that RINVOQ may increase their risk of major adverse cardiovascular events (MACE) including
myocardial infarction, stroke, and cardiovascular death. Instruct all patients, especially current or past smokers
or patients with other cardiovascular risk factors, to be alert for the development of signs and symptoms of
cardiovascular events [see Warnings and Precautions].
Thrombosis
Inform patients that events of deep venous thrombosis and pulmonary embolism have been reported in
clinical trials with RINVOQ. Instruct patients to seek immediate medical attention if they develop any signs or
symptoms of a DVT or PE [see Warnings and Precautions].
Hypersensitivity Reactions
Advise patients to discontinue RINVOQ and seek immediate medical attention if they develop any signs and
symptoms of allergic reactions [see Warnings and Precautions].
Gastrointestinal Perforations
Inform patients that gastrointestinal perforations have been reported in clinical trials with RINVOQ and that
risk factors include the use of NSAIDS or history of diverticulitis. Instruct patients to seek medical care
immediately if they experience new onset of abdominal pain, fever, chills, nausea, or vomiting [see Warnings
and Precautions].
Retinal Detachment
Inform patients that retinal detachment has been reported in clinical trials with RINVOQ. Advise patients to
immediately inform their healthcare provider if they develop any sudden changes in vision while receiving
RINVOQ [see Adverse Reactions].
Laboratory Abnormalities
Inform patients that RINVOQ may affect certain lab tests, and that blood tests are required before and during
RINVOQ treatment [see Warnings and Precautions].
Vaccinations
Advise patients to avoid use of live vaccines with RINVOQ. Instruct patients to inform their healthcare
practitioner that they are taking RINVOQ prior to a potential vaccination [see Warnings and Precautions].
Embryo-Fetal Toxicity
Advise pregnant women and females of reproductive potential that exposure to RINVOQ during pregnancy may
result in fetal harm. Advise females to inform their healthcare provider of a known or suspected pregnancy
[see Warnings and Precautions and Use in Specific Populations].
Advise females of reproductive potential that effective contraception should be used during treatment and for
4 weeks following the final dose of upadacitinib [see Use in Specific Populations].
Advise females patients who are exposed to RINVOQ during pregnancy to contact AbbVie Inc. at
1-800-633-9110 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
Lactation
Advise women not to breastfeed during treatment with RINVOQ and for 6 days after the last dose [see Use in
Specific Populations].
Administration
Advise patients not to chew, crush, or split RINVOQ tablets.
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ALTHOUGH AUGUST SERVES AS NATIONAL HAIR LOSS
AWARENESS MONTH, the entirety of 2022 likely will be
remembered as the year this condition rocketed
into the public consciousness. Alopecia areata
(AA) exploded into the headlines after the controversy at this year’s Oscars ceremony in March
when actor Will Smith slapped the event’s host,
Chris Rock, after Rock joked about the shaved
head of Smith’s wife, Jada Pinkett Smith.
Pinkett Smith is just 1 of more than 6.8 million
individuals with this disease in the United States.
She echoed the concerns of many of them when
she spoke out after the incident by clarifying that
she was dealing with a medical condition, not
making a style statement—and explaining how
devastating AA can be not only physically but
also psychologically.
Raising awareness about this disease begins
with understanding that it is not the inevitable consequence of aging, stress, or treatment regimens
such as chemotherapy. As the National Alopecia
Areata Foundation explains on its website,1 AA is
“a common autoimmune disease, causing hair
loss on the scalp, face, and sometimes on other
areas of the body.” It is the result of the body’s
own immune system attacking healthy hair follicles, “causing them to become much smaller
and drastically [slowing] down production to the
point that hair growth may stop.”
Despite its prevalence, AA had no FDA-approved

drug specifically to treat it. That changed with the
June 13, 2022, announcement from the FDA that
it had approved the oral Janus kinase inhibitor
baricitinib (Olumiant; Eli Lilly and Company and
Incyte) “as a first-in-disease systemic treatment
for adults with severe alopecia areata (AA).”2,3
This month’s cover story drills down on the systemic agent that could help patients achieve
80% hair regrowth.3 It gives clinicians a clear picture of both the potential benefits and adverse
effects of this medication, along with tips on how
to discuss these pros and cons with patients when
developing a treatment plan.
This approval reinforces the message that hair
loss is not inevitable or untreatable. It also validates the concerns of those affected by AA that
the disease causes serious medical and mental well-being issues that need to be recognized
and addressed.
MIKE HENNESSY JR IS THE PRESIDENT AND CEO OF MJH LIFE
SCIENCES®
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A novel JAK inhibitor
becomes the first
treatment specifically
for this disease.
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First FDA Approval
for Alopecia
Areata

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

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

For your patients,
that’s everything.

SKYRIZI GIVES YOUR PATIENTS THE OPPORTUNITY FOR...
DURABLE,
RAPID & CLEAR SKIN

POWERFUL JOINT
SYMPTOM RELIEF

IN 4 INJECTIONS
A YEAR

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

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

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

Safety data up to ~7 years in Ps clinical trials. Safety profile observed in PsA is generally consistent to Ps.1,2
UltIMMa-1 & 2 STUDY DESIGN1,3

KEEPsAKE-1 & 2 STUDY DESIGN1

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

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

NOW
APPROVED FOR

Adults with Active
Psoriatic Arthritis1

Learn more by visiting www.SkyriziHCP.com/dermatology
INDICATIONS1
Plaque Psoriasis: SKYRIZI is indicated for the treatment
of moderate to severe plaque psoriasis in adults who are
candidates for systemic therapy or phototherapy.
Psoriatic Arthritis: SKYRIZI is indicated for the treatment
of active psoriatic arthritis in adults.

Important Safety Information1
Hypersensitivity Reactions
SKYRIZI® (risankizumab-rzaa) is contraindicated in patients
with a history of serious hypersensitivity reaction to
risankizumab-rzaa or any of the excipients. Serious
hypersensitivity reactions, including anaphylaxis, have
been reported with the use of SKYRIZI. If a serious
hypersensitivity reaction occurs, discontinue SKYRIZI
and initiate appropriate therapy immediately.
Infection
SKYRIZI may increase the risk of infection. Do not initiate
treatment with SKYRIZI in patients with a clinically
important active infection until it resolves or is
adequately treated.
In patients with a chronic infection or a history of recurrent
infection, consider the risks and benefi ts prior to
prescribing SKYRIZI. Instruct patients to seek medical advice
if signs or symptoms of clinically important infection occur.

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

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Gordon KB, Blauvelt A, Bachelez H, et al. Long-term safety of risankizumab in patients with moderate-to-severe
plaque psoriasis: integrated analysis of clinical study data. Poster presented at: 30th European Academy of Dermatology and Venereology Congress; September 29-October 2, 2021; virtual.
3. Gordon KB, Strober B, Lebwohl M, et al. Efficacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from two double-blind,
randomised, placebo-controlled and ustekinumab-controlled phase 3 trials. Lancet. 2018;392(10148):650-661.
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SKYRIZI® (sky-RIZZ-ee) (risankizumab-rzaa) injection, for subcutaneous use
150 mg/mL single-dose pen and prefilled syringe
INDICATIONS AND USAGE
Plaque Psoriasis
SKYRIZI® is indicated for the treatment of moderate-to-severe plaque psoriasis in adults who are candidates
for systemic therapy or phototherapy.
Psoriatic Arthritis
SKYRIZI is indicated for the treatment of active psoriatic arthritis in adults.
CONTRAINDICATIONS
SKYRIZI is contraindicated in patients with a history of serious hypersensitivity reaction to risankizumab-rzaa or
any of the excipients [see Warnings and Precautions].
WARNINGS AND PRECAUTIONS
Hypersensitivity Reactions
Serious hypersensitivity reactions, including anaphylaxis, have been reported with use of SKYRIZI. If a serious
hypersensitivity reaction occurs, discontinue SKYRIZI and initiate appropriate therapy immediately [see Adverse
Reactions].
Infections
SKYRIZI may increase the risk of infections. In clinical studies, infections occurred in 22.1% of the SKYRIZI
group compared with 14.7% of the placebo group through 16 weeks of treatment. Upper respiratory tract
infections and tinea infections occurred more frequently in the SKYRIZI group than in the placebo group.
Subjects with known chronic or acute infections were not enrolled in clinical studies [see Adverse Reactions].
The rate of serious infections for the SKYRIZI group and the placebo group was ≤ 0.4%. Treatment with
SKYRIZI should not be initiated in patients with any clinically important active infection until the infection
resolves or is adequately treated.
In patients with a chronic infection or a history of recurrent infection, consider the risks and benefits prior
to prescribing SKYRIZI. Instruct patients to seek medical advice if signs or symptoms of clinically important
infection occur. If a patient develops such an infection or is not responding to standard therapy, monitor the
patient closely and do not administer SKYRIZI until the infection resolves.
Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with SKYRIZI. Across the Phase 3
psoriasis clinical studies, of the 72 subjects with latent TB who were concurrently treated with SKYRIZI and
appropriate TB prophylaxis during the studies, none developed active TB during the mean follow-up of 61
weeks on SKYRIZI. Two subjects taking isoniazid for treatment of latent TB discontinued treatment due to liver
injury. Of the 31 subjects from the PsO-3 study with latent TB who did not receive prophylaxis during the study,
none developed active TB during the mean follow-up of 55 weeks on SKYRIZI. Consider anti-TB therapy prior to
initiating SKYRIZI in patients with a past history of latent or active TB in whom an adequate course of treatment
cannot be confirmed. Monitor patients for signs and symptoms of active TB during and after SKYRIZI treatment.
Do not administer SKYRIZI to patients with active TB.
Administration of Vaccines
Avoid use of live vaccines in patients treated with SKYRIZI. Medications that interact with the immune system
may increase the risk of infection following administration of live vaccines. Prior to initiating therapy with
SKYRIZI, complete all age-appropriate vaccinations according to current immunization guidelines. No data are
available on the response to live or inactive vaccines.
ADVERSE REACTIONS
The following adverse reactions are discussed in other sections of labeling:
• Hypersensitivity Reactions [see Warnings and Precautions]
• Infections [see Warnings and Precautions]
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse drug reaction rates observed in
the clinical trials of a drug cannot be directly compared with rates in the clinical trials of another drug and may
not reflect the rates observed in practice.
Plaque Psoriasis
A total of 2234 subjects were treated with SKYRIZI in clinical development trials in plaque psoriasis. Of these,
1208 subjects with psoriasis were exposed to SKYRIZI for at least one year.
Data from placebo- and active-controlled trials were pooled to evaluate the safety of SKYRIZI for up to 16
weeks. In total, 1306 subjects were evaluated in the SKYRIZI 150 mg group.
Table 1 summarizes the adverse drug reactions that occurred at a rate of at least 1% and at a higher rate in
the SKYRIZI group than the placebo group during the 16-week controlled period of pooled clinical trials.
Table 1. Adverse Drug Reactions Occurring in ≥ 1% of Subjects on SKYRIZI through Week 16
Adverse Drug Reactions
Upper respiratory infectionsa

SKYRIZI
N = 1306
n (%)

Placebo
N = 300
n (%)

170 (13.0)

29 (9.7)

Headacheb

46 (3.5)

6 (2.0)

Fatiguec

33 (2.5)

3 (1.0)

Injection site reactionsd

19 (1.5)

3 (1.0)

Tinea infectionse

15 (1.1)

1 (0.3)

a

Includes: respiratory tract infection (viral, bacterial or unspecified), sinusitis (including acute), rhinitis,
nasopharyngitis, pharyngitis (including viral), tonsillitis
b Includes: headache, tension headache, sinus headache, cervicogenic headache
c Includes: fatigue, asthenia
d Includes: injection site bruising, erythema, extravasation, hematoma, hemorrhage, infection, inflammation,
irritation, pain, pruritus, reaction, swelling, warmth
e Includes: tinea pedis, tinea cruris, body tinea, tinea versicolor, tinea manuum, tinea infection,
onychomycosis
Adverse drug reactions that occurred in < 1% but > 0.1% of subjects in the SKYRIZI group and at a higher rate
than in the placebo group through Week 16 were folliculitis and urticaria.
Specific Adverse Drug Reactions
Infections
In the first 16 weeks, infections occurred in 22.1% of the SKYRIZI group (90.8 events per 100 subjectyears) compared with 14.7% of the placebo group (56.5 events per 100 subject-years) and did not lead to
discontinuation of SKYRIZI. The rates of serious infections for the SKYRIZI group and the placebo group were
≤0.4%. Serious infections in the SKYRIZI group included cellulitis, osteomyelitis, sepsis, and herpes zoster. In
Studies PsO-1 and PsO-2, through Week 52, the rate of infections (73.9 events per 100 subject-years) was
similar to the rate observed during the first 16 weeks of treatment.
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Safety Through Week 52
Through Week 52, no new adverse reactions were identified, and the rates of the adverse reactions were
similar to those observed during the first 16 weeks of treatment. During this period, serious infections that led
to study discontinuation included pneumonia.
Psoriatic Arthritis
The overall safety profile observed in subjects with psoriatic arthritis treated with SKYRIZI is generally
consistent with the safety profile in subjects with plaque psoriasis. Additionally, in the Phase 3 placebocontrolled trials the incidence of hepatic events was higher in the SKYRIZI group (5.4%, 16.7 events per 100
patient years) compared to the placebo group (3.9%, 12.6 events per 100 patient years). Of these, the most
common events that were reported more frequently in both the placebo group and the SKYRIZI group were ALT
increased (placebo: n=12 (1.7%); SKYRIZI: n=16 (2.3%)), AST increased (placebo: n=9 (1.3%); SKYRIZI: n=13
(1.8%)), and GGT increased (placebo: n=5 (0.7%); SKYRIZI: n=8 (1.1%)). There were no serious hepatic events
reported. The incidence of hypersensitivity reactions was higher in the SKYRIZI group (n=16, 2.3%) compared
to the placebo group (n=9, 1.3%). In the Phase 3 placebo-controlled trials, hypersensitivity reactions reported
at a higher rate in the SKYRIZI group included rash (placebo: n=4 (0.6%); SKYRIZI: n=5 (0.7%), allergic rhinitis
(placebo: n=1 (0.1%); SKYRIZI: n=2 (0.3%), and facial swelling (placebo: n=0 (0.0%); SKYRIZI n=1 (0.1%). One
case of anaphylaxis was reported in a subject who received SKYRIZI in the Phase 2 clinical trial.
Immunogenicity
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease.
For these reasons, comparison of the incidence of antibodies in the studies described below with the incidence
of antibodies in other studies or to other products, including other risankizumab products, may be misleading.
Plaque Psoriasis
By Week 52, approximately 24% (263/1079) of subjects treated with SKYRIZI at the recommended dose
developed antibodies to risankizumab-rzaa. Of the subjects who developed antibodies to risankizumabrzaa, approximately 57% (14% of all subjects treated with SKYRIZI) had antibodies that were classified as
neutralizing. Higher antibody titers in approximately 1% of subjects treated with SKYRIZI were associated with
lower risankizumab-rzaa concentrations and reduced clinical response.
Psoriatic Arthritis
By Week 28, approximately 12.1% (79/652) of subjects treated with SKYRIZI at the recommended dose
developed antibodies to risankizumab-rzaa. None of the subjects who developed antibodies to risankizumabrzaa had antibodies that were classified as neutralizing. Antibodies to risankizumab-rzaa were not associated
with changes in clinical response for psoriatic arthritis. A higher proportion of subjects with anti-drug
antibodies experienced hypersensitivity reactions (6.3% (5/79)) and injection site reactions (2.5% (2/79))
compared to subjects without anti-drug antibodies (3.8% (22/574) with hypersensitivity reactions and 0.7%
(4/574) with injection site reactions). None of these hypersensitivity and injection site reactions led to
discontinuation of risankizumab-rzaa.
Postmarketing Experience
The following adverse reactions have been reported during post-approval of SKYRIZI. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to SKYRIZI exposure:
• Skin and subcutaneous tissue disorders: eczema and rash
USE IN SPECIFIC POPULATIONS
Pregnancy
Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors outcomes in women with plaque psoriasis who become
pregnant while treated with SKYRIZI. Patients should be encouraged to enroll by calling 1-877-302-2161.
Risk Summary
Available data with SKYRIZI use in pregnant women are insufficient to evaluate a drug-associated risk of major
birth defects, miscarriage, or adverse maternal or fetal outcome. Human IgG is known to cross the placental
barrier; therefore, SKYRIZI may be transmitted from the mother to the developing fetus.
In an enhanced pre- and post-natal developmental toxicity study, pregnant cynomolgus monkeys were
administered subcutaneous doses of 5 and 50 mg/kg risankizumab-rzaa once weekly during the period
of organogenesis up to parturition. At the 50 mg/kg dose [20 times the maximum recommended human
dose (MRHD); 2.5 mg/kg based on administration of a 150 mg dose to a 60 kg individual], increased fetal/
infant loss was noted in pregnant monkeys (see Data). No risankizumab-rzaa-related effects on functional or
immunological development were observed in infant monkeys from birth through 6 months of age. The clinical
significance of these findings for humans is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The background risk
of major birth defects and miscarriage for the indicated population is unknown. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is
2% to 4% and 15% to 20%, respectively.
Data
Animal Data
An enhanced pre- and post-natal developmental toxicity study was conducted in cynomolgus monkeys.
Pregnant cynomolgus monkeys were administered weekly subcutaneous doses of risankizumab-rzaa of
5 or 50 mg/kg from gestation day 20 to parturition, and the cynomolgus monkeys (mother and infants)
were monitored for 6 months after delivery. No maternal toxicity was noted in this study. There were no
treatment-related effects on growth and development, malformations, developmental immunotoxicology,
or neurobehavioral development. However, a dose-dependent increase in fetal/infant loss was noted in
the risankizumab-rzaa-treated groups (32% and 43% in the 5 mg/kg and 50 mg/kg groups, respectively)
compared with the vehicle control group (19%). The increased fetal/infant loss in the 50 mg/kg group was
considered to be related to risankizumab-rzaa treatment. The no observed adverse effect level (NOAEL) for
maternal toxicity was identified as 50 mg/kg (20 times the MRHD, based on mg/kg comparison) and the
NOAEL for developmental toxicity was identified as 5 mg/kg (2 times the MRHD, based on mg/kg comparison).
In the infants, mean serum concentrations increased in a dose-dependent manner and were approximately
17%-86% of the respective maternal concentrations. Following delivery, most adult female cynomolgus
monkeys and all infants from the risankizumab-rzaa-treated groups had measurable serum concentrations
of risankizumab-rzaa up to 91 days postpartum. Serum concentrations were below detectable levels at 180
days postpartum.
Lactation
Risk Summary
There are no data on the presence of risankizumab-rzaa in human milk, the effects on the breastfed infant,
or the effects on milk production. Maternal IgG is known to be present in human milk. The developmental and
health benefits of breastfeeding should be considered along with the mother’s clinical need for SKYRIZI and
any potential adverse effects on the breastfed infant from SKYRIZI or from the underlying maternal condition.

PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION
Pediatric Use
The safety and efficacy of SKYRIZI in pediatric patients younger than 18 years of age have not yet been
established.
Geriatric Use
Of the 2234 subjects with plaque psoriasis exposed to SKYRIZI, 243 subjects were 65 years or older and 24
subjects were 75 years or older. No overall differences in risankizumab-rzaa exposure, safety or effectiveness
were observed between older and younger subjects who received SKYRIZI. However, the number of subjects
aged 65 years and older was not sufficient to determine whether they respond differently from younger
subjects.
OVERDOSAGE
In the event of overdosage, monitor the patient for any signs or symptoms of adverse reactions and administer
appropriate symptomatic treatment immediately.
PATIENT COUNSELING INFORMATION
Advise the patient and/or caregiver to read the FDA-approved patient labeling (Medication Guide and
Instructions for Use).
Hypersensitivity Reactions
Advise patients to discontinue SKYRIZI and seek immediate medical attention if they experience any symptoms
of serious hypersensitivity reactions [see Warnings and Precautions].
Infections
Inform patients that SKYRIZI may lower the ability of their immune system to fight infections. Instruct patients
of the importance of communicating any history of infections to the healthcare provider and contacting their
healthcare provider if they develop any symptoms of an infection [see Warnings and Precautions].
Administration of Vaccines
Advise patients that vaccination with live vaccines is not recommended during SKYRIZI treatment and
immediately prior to or after SKYRIZI treatment. Medications that interact with the immune system may
increase the risk of infection following administration of live vaccines. Instruct patients to inform the healthcare
practitioner that they are taking SKYRIZI prior to a potential vaccination [see Warnings and Precautions].
Administration Instruction
Instruct patients or caregivers to perform the first self-injected dose under the supervision and guidance of a
qualified healthcare professional for training in preparation and administration of SKYRIZI, including choosing
anatomical sites for administration, and proper subcutaneous injection technique
If using SKYRIZI 75 mg/0.83 mL, instruct patients or caregivers to administer two 75 mg single-dose syringes
to achieve the full 150 mg dose of SKYRIZI.
Instruct patients or caregivers in the technique of pen or syringe disposal.
Pregnancy
Advise patients that there is a pregnancy registry that monitors pregnancy outcomes in women with plaque
psoriasis exposed to SKYRIZI during pregnancy and patients can call 1-877-302-2161 [see Use in Specific
Populations].
Manufactured by:
AbbVie Inc.
North Chicago, IL 60064, USA
US License Number 1889
SKYRIZI® is a registered trademark of AbbVie Biotechnology Ltd.
© 2019-2022 AbbVie Inc.
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How Can I Be Sued for Not Having Access
to Newer Mole Mapping Systems?
BY DAVID J. GOLDBERG, MD, JD
Goldberg is medical director of Skin Laser and Surgery Specialists of New York and New Jersey; director of cosmetic dermatology and clinical
research at Schweiger Dermatology Group in New York, New York; and clinical professor of dermatology and past director of Mohs Surgery and
Laser Research at the Icahn School of Medicine at Mount Sinai in New York, New York.

Dr Mole has a very successful dermatology practice in a rural
Sunbelt community. There are no other dermatologists for
hundreds of miles, and the closest academic medical center
is 600 miles way.
Cutaneous oncology makes up a significant portion of Mole’s practice. He diagnoses at least 2 melanomas a week, has multiple
patients with strong family histories of melanoma, and sees many patients who have had
more than 1 melanoma. His customary practice is to perform total body examinations on
such high-risk patients twice a year. He has
no access to sophisticated photographic techniques or to associated computerized mole
mapping techniques.
Recently, one of Mole’s young high-risk
patients died from metastatic melanoma. A
medical malpractice case is brought on behalf
of the deceased patient’s estate. The crux of
the suit is that the melanoma had been present for many years. The family submits photographs substantiating that the lesion had
been present over an extended period of time
and was missed by Mole. Mole, the defendant physician, stipulates that the lesion was
present in early photographs but “would have
been considered normal by any reasonable
dermatologist.”
The deceased patient’s estate brings forth
an expert witness who testifies that although
the lesion looked quite normal to the casual
eye, it may very well have appeared abnormal had it been evaluated by the sophisticated
mole mapping methods that are becoming
increasingly available.
The expert further testifies that it was
Mole’s obligation to provide such diagnostic testing for his high-risk patients. Mole’s
defense is that such methods are not available
in rural areas and that he should not be held to
the same standard as an academic dermatologist practicing in a large city.
Is he correct?
A plaintiff must prove 4 facts to win a medical malpractice case against their dermatol-

ogist. They must show that (1) the dermatologist owed the patient a duty of care; (2) the
dermatologist breached that duty by failing to
meet the reasonable standard of care; (3) the
breach of duty caused that plaintiff to sustain
an injury; and (4) there were actual damages to
the plaintiff.
In the context of a medical malpractice
case, a physician-patient relationship is usually enough to establish that a physician owed
the patient a duty of care. This relationship
exists anytime a physician provides some sort
of medically related opinion to an individual,
regardless of whether that advice was offered
in the physician’s office, a hospital, or even in
the movie theater.

“The local-approach rule

has been challenged
recently by today’s advances
in communication and
the increased uniformity
of medical education
throughout the country. ”

However, the determination of whether
a physician actually breached that duty typically is not so simple. Establishing that an
error resulted in a negative outcome is not
enough. What is required is proof that the
physician failed to meet the accepted standard of care. Usually, this is defined by the
prevailing medical practice and subsequently
established by the testimony of an expert witness physician.

In general, but not always, the expert practices within the same field as the defendant
physician. The defendant physician must exercise a degree of care that would be expected of
a minimally competent physician in the same
specialty and under similar circumstances.
Implicit in this definition is the recognition that not all physicians have access
to similar facilities and technology. Thus,
the applicable standard of care may consider restraints imposed by geographic location and limited economic resources. Also,
a dermatologist in solo practice in a rural
community (such as Mole) may not necessarily be held to the same standard of care as
one practicing in a large academic center in a
major metropolitan area.
There is evidence that total body cutaneous photography and specialized mole mapping methods can be helpful in the detection
of early malignant change in pigmented nevi.
This would be beneficial in identifying new
melanomas, particularly for patients at high
risk for developing this skin disease.
It might be argued that although it may be
reasonable to expect a dermatologist at a specialized city academic center to order wholebody digital photographs taken by a professional photographer with sophisticated computerized imaging systems for his high-risk
patients, it may be unreasonable to expect a solo
practitioner in a small town who has no access
to that technology to obtain such images.
The local-approach rule has been challenged recently by today’s advances in communication and the increased uniformity of
medical education throughout the country.
This has led to a number of courts ignoring
this former “similar community” standard in
favor of a more uniformly accepted national
standard of care.
Although Mole will argue the similar community standard of care, he may have trouble persuading the jury not to follow what is
now the more commonly accepted “national”
standard of care.
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In adults with moderate to severe PsO who are
candidates for systemic therapy or phototherapy
and for adults with active PsA

Treat the
Big Picture
Consider the seen, unseen, and unforeseen in your adult patients
Seen
2/3 of adults with psoriasis may
have more than 1 manifestation,
1 †
often including scalp and nail *

Unseen
Up to 41% of adults
with psoriasis may
2
also have PsA

Unforeseen
PsA inflammation can
be tied to irreversible
joint damage3

*Involvement in the nails, scalp, palms, or soles, or concomitant PsA.1
†According to real-world data from the Corrona Registry among 2042 patients with PsO. All Corrona psoriasis patients aged 18 years or older enrolled by
May 10, 2018, on a biologic therapy were included. Patients were diagnosed by a dermatologist and indicated starting a qualifying biologic psoriasis
treatment at the enrollment visit or within the 12 months prior to the enrollment visit. The primary objective of this report was to compare patient
demographics, clinical characteristics, PROs, and treatment characteristics in psoriasis patients with hard-to-treat areas (scalp, nail, and palmoplantar)
compared to those without scalp, nail, or palmoplantar psoriasis in patients enrolled in the Corrona PsO Registry. Because the data source was a US
registry, the results might not be generalizable to all patients with moderate to severe psoriasis. Participation in the Corrona Psoriasis Registry by patients
and their dermatologists was voluntary.4
PRO, patient-reported outcome; PsA, psoriatic arthritis; PsO, plaque psoriasis.

INDICATIONS
COSENTYX® (secukinumab) is indicated for the treatment of moderate to severe plaque psoriasis in patients 6 years and older
who are candidates for systemic therapy or phototherapy.
COSENTYX is indicated for the treatment of active psoriatic arthritis in patients 2 years of age and older.

Take a comprehensive
approach when considering
the whole patient
Scan the picture to
see the Big Picture

Patient portrayal.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
COSENTYX is contraindicated in patients with a previous
serious hypersensitivity reaction to secukinumab or to any
of the excipients in COSENTYX. Cases of anaphylaxis have
been reported during treatment with COSENTYX.

Please see additional Important Safety Information
on the next page. Please see Brief Summary of full
Prescribing Information on the following pages.

C
C
I

IMPORTANT SAFETY INFORMATION
WARNINGS AND PRECAUTIONS

B

Infections
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed in COSENTYX treated
subjects compared to placebo-treated subjects. In placebo-controlled clinical trials in subjects with moderate to severe plaque
psoriasis, higher rates of common infections, such as nasopharyngitis (11.4% versus 8.6%), upper respiratory tract infection (2.5%
versus 0.7%) and mucocutaneous infections with candida (1.2% versus 0.3%) were observed with COSENTYX compared with
placebo. A similar increase in risk of infection was seen in placebo-controlled trials in subjects with psoriatic arthritis. The incidence
of some types of infections appeared to be dose-dependent in clinical studies. In the postmarketing setting, serious and some fatal
infections have been reported in patients receiving COSENTYX.
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history of recurrent infection.
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient develops a serious
infection, monitor the patient closely and discontinue COSENTYX until the infection resolves.
Pre-treatment Evaluation for Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTYX. Avoid administration of COSENTYX to
patients with active TB infection. Initiate treatment of latent TB prior to administering COSENTYX. Consider anti-TB therapy prior to
initiation of COSENTYX in patients with a past history of latent or active TB in whom an adequate course of treatment cannot be
confirmed. Monitor patients closely for signs and symptoms of active TB during and after treatment.
Inflammatory Bowel Disease
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. Exacerbations, in some cases
serious, occurred in COSENTYX treated subjects during clinical trials in plaque psoriasis and psoriatic arthritis. In addition, new onset
inflammatory bowel disease cases occurred in clinical trials with COSENTYX. In an exploratory trial in 59 subjects with active
Crohn’s disease, there were trends toward greater disease activity and increased adverse events in the secukinumab group as
compared to the placebo group. Patients who are treated with COSENTYX should be monitored for signs and symptoms of
inflammatory bowel disease.
Hypersensitivity Reactions
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials. If an anaphylactic or other serious
allergic reaction occurs, administration of COSENTYX should be discontinued immediately and appropriate therapy initiated.
The removable caps of the COSENTYX Sensoready® pen and the COSENTYX 1 mL and 0.5 mL prefilled syringes contain natural
rubber latex, which may cause an allergic reaction in latex-sensitive individuals. The safe use of the COSENTYX Sensoready pen or
prefilled syringe in latex-sensitive individuals has not been studied.
Immunizations
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations according to current
immunization guidelines. COSENTYX may alter a patient’s immune response to live vaccines. Avoid use of live vaccines in
patients treated with COSENTYX.
MOST COMMON ADVERSE REACTIONS
Most common adverse reactions (>1%) are nasopharyngitis, diarrhea, and upper respiratory tract infection.
Please see additional Important Safety Information on the previous page. Please see Brief Summary
of full Prescribing Information on the following pages.
References: 1. Callis Duffin K, Mason MA, Gordon K, et al. Characterization of patients with psoriasis in challenging-to-treat body areas in the Corrona Psoriasis
Registry. Dermatology. 2021;237(1):46-55. doi:10.1159/000504841 2. Singh JA, Guyatt G, Ogdie A, et al. 2018 American College of Rheumatology/National Psoriasis
Foundation Guideline for the Treatment of Psoriatic Arthritis. Arthritis Rheumatol. 2019;71(1):5-32. 3. Kane D, Stafford L, Bresnihan B, FitzGerald O. A prospective,
clinical and radiological study of early psoriatic arthritis: an early synovitis clinic experience. Rheumatology (Oxford). 2003;42(12):1460-1468. 4. Data on file. Corrona
final study report. Characterization of patients with psoriasis in hard-to-treat body areas: real world data from the Corrona Registry. Novartis Pharmaceuticals Corp;
September 14, 2018.
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Table 2: Adverse Reactions Reported by Greater Than 1% of Subjects With Plaque Psoriasis Through
Week 12 in Trials PsO1, PsO2, PsO3, and PsO4
COSENTYX
300 mg
(N = 691)
n (%)
79 (11.4)

150 mg
(N = 692)
n (%)
85 (12.3)

Diarrhea

28 (4.1)

18 (2.6)

10 (1.4)

Upper respiratory tract infection

17 (2.5)

22 (3.2)

5 (0.7)

Rhinitis

10 (1.4)

10 (1.4)

5 (0.7)

1.3 Ankylosing Spondylitis
COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis (AS).

Oral herpes

9 (1.3)

1 (0.1)

2 (0.3)

1.4 Non-Radiographic Axial Spondyloarthritis
COSENTYX is indicated for the treatment of adult patients with active non-radiographic axial spondyloarthritis (nr-axSpA) with objective signs of inflammation.

Pharyngitis

8 (1.2)

7 (1.0)

0 (0)

Urticaria

4 (0.6)

8 (1.2)

1 (0.1)

Rhinorrhea

8 (1.2)

2 (0.3)

1 (0.1)

BRIEF SUMMARY: Please see package insert for full prescribing information.
1 INDICATIONS AND USAGE
1.1 Plaque Psoriasis
COSENTYX® is indicated for the treatment of moderate to severe plaque psoriasis in patients 6 years
and older who are candidates for systemic therapy or phototherapy.
1.2 Psoriatic Arthritis
COSENTYX is indicated for the treatment of active psoriatic arthritis (PsA) in patients 2 years of age
and older.

1.5 Enthesitis-Related Arthritis
COSENTYX is indicated for the treatment of active enthesitis-related arthritis (ERA) in patients 4 years of
age and older.
4 CONTRAINDICATIONS
COSENTYX is contraindicated in patients with a previous serious hypersensitivity reaction to secukinumab
or to any of the excipients in COSENTYX. Cases of anaphylaxis have been reported during treatment with
COSENTYX [see Warnings and Precautions (5.4)].
5 WARNINGS AND PRECAUTIONS
5.1 Infections
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed
in COSENTYX treated subjects compared to placebo-treated subjects. In placebo-controlled clinical trials
in subjects with moderate to severe plaque psoriasis, higher rates of common infections, such as nasopharyngitis (11.4% versus 8.6%), upper respiratory tract infection (2.5% versus 0.7%) and mucocutaneous
infections with candida (1.2% versus 0.3%) were observed with COSENTYX compared with placebo. A
similar increase in risk of infection was seen in placebo-controlled trials in subjects with PsA, AS and
nr-axSpA. The incidence of some types of infections appeared to be dose-dependent in clinical studies
[see Adverse Reactions (6.1)]. In the postmarketing setting, serious and some fatal infections have been
reported in patients receiving COSENTYX.
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history
of recurrent infection.
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient
develops a serious infection, monitor the patient closely and discontinue COSENTYX until the infection
resolves.
5.2 Pre-Treatment Evaluation for Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTYX. Avoid
administration of COSENTYX to patients with active TB infection. Initiate treatment of latent TB prior to
administering COSENTYX. Consider anti-TB therapy prior to initiation of COSENTYX in patients with a past
history of latent or active TB in whom an adequate course of treatment cannot be confirmed. Monitor
patients closely for signs and symptoms of active TB during and after treatment.
5.3 Inflammatory Bowel Disease
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease.
Exacerbations, in some cases serious, occurred in COSENTYX treated subjects during clinical trials in
plaque psoriasis, PsA, AS and nr-axSpA. In addition, new onset inflammatory bowel disease cases occurred
in clinical trials with COSENTYX. In an exploratory trial in 59 subjects with active Crohn’s disease, there
were trends toward greater disease activity and increased adverse events in the secukinumab group as
compared to the placebo group. Patients who are treated with COSENTYX should be monitored for signs
and symptoms of inflammatory bowel disease [see Adverse Reactions (6.1)].
5.4 Hypersensitivity Reactions
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials. If an
anaphylactic or other serious allergic reaction occurs, administration of COSENTYX should be discontinued
immediately and appropriate therapy initiated [see Contraindications (4), Adverse Reactions (6.1)].
5.5 Risk of Hypersensitivity in Latex-Sensitive Individuals
The removable caps of the COSENTYX Sensoready pen and the COSENTYX 1 mL and 0.5 mL prefilled
syringes contain natural rubber latex, which may cause an allergic reaction in latex-sensitive individuals.
The safe use of COSENTYX Sensoready pen or prefilled syringe in latex-sensitive individuals has not been
studied.
5.6 Immunizations
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations
according to current immunization guidelines. COSENTYX may alter a patient’s immune response to live
vaccines. Avoid use of live vaccines in patients treated with COSENTYX [see Clinical Pharmacology (12.2)
in the full prescribing information].
6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail elsewhere in the labeling:
• Infections [see Warnings and Precautions (5.1)]
• Inflammatory Bowel Disease [see Warnings and Precautions (5.3)]
• Hypersensitivity Reactions [see Warnings and Precautions (5.4)]
6.1 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.
Adult Plaque Psoriasis
A total of 3430 plaque psoriasis subjects were treated with COSENTYX in controlled and uncontrolled
clinical trials. Of these, 1641 subjects were exposed for at least 1 year.
Four placebo-controlled Phase 3 trials in plaque psoriasis subjects were pooled to evaluate the safety of
COSENTYX in comparison to placebo up to 12 weeks after treatment initiation, in Trials PsO1, PsO2, PsO3,
and PsO4. In total, 2077 subjects were evaluated (691 to COSENTYX 300 mg group, 692 to COSENTYX
150 mg group, and 694 to placebo group). Subjects randomized to COSENTYX received 300 mg or 150 mg
doses subcutaneously at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks [see Clinical
Studies (14) in the full prescribing information].
Table 2 summarizes the adverse reactions that occurred at a rate of at least 1% and at a higher rate in the
COSENTYX groups than the placebo group during the 12-week placebo-controlled period of the placebocontrolled trials.

Adverse Reactions
Nasopharyngitis

Placebo
(N = 694)
n (%)
60 (8.6)

Adverse reactions that occurred at rates less than 1% in the placebo-controlled period of Trials PsO1,
PsO2, PsO3, and PsO4 through Week 12 included: sinusitis, tinea pedis, conjunctivitis, tonsillitis, oral
candidiasis, impetigo, otitis media, otitis externa, inflammatory bowel disease, increased liver transaminases,
and neutropenia.
Infections
In the placebo-controlled period of the clinical trials in plaque psoriasis (a total of 1382 subjects treated
with COSENTYX and 694 subjects treated with placebo up to 12 weeks), infections were reported in 28.7%
of subjects treated with COSENTYX compared with 18.9% of subjects treated with placebo. Serious
infections occurred in 0.14% of subjects treated with COSENTYX and in 0.3% of subjects treated with
placebo.
Over the entire treatment period (a total of 3430 plaque psoriasis subjects treated with COSENTYX for
up to 52 weeks for the majority of subjects), infections were reported in 47.5% of subjects treated with
COSENTYX (0.9 per patient-year of follow-up). Serious infections were reported in 1.2% of subjects treated
with COSENTYX (0.015 per patient-year of follow-up).
Phase 3 data showed an increasing trend for some types of infection with increasing serum concentration
of secukinumab. Candida infections, herpes viral infections, staphylococcal skin infections, and infections
requiring treatment increased as serum concentration of secukinumab increased.
In the psoriasis open-label extension of Trials PsO1 and PsO2 (median follow-up of 3.9 years), representing
3582 subject-years of exposure, 74% of COSENTYX treated subjects reported infections (55 per 100 patientyears). Serious infections were reported in 4.5% of subjects (1.4 per 100 patient-years). Sepsis was reported
in 5 subjects (0.2 per 100 patient-years).
Neutropenia was observed in controlled portion of clinical trials. Most cases of secukinumab-associated
neutropenia were transient and reversible. No serious infections were associated with cases of neutropenia.
In the open-label extension of Trials PsO1 and PsO2, neutropenia (ANC < 1 x109/L) was reported in 1% of
COSENTYX treated subjects (0.3 per 100 patient-years). Some cases of serious infections were associated
with neutropenia; however the causal relationship was not established.
Inflammatory Bowel Disease
Cases of inflammatory bowel disease, in some cases serious, were observed in clinical trials with
COSENTYX. In the plaque psoriasis program, with 3430 subjects exposed to COSENTYX over the entire
treatment period for up to 52 weeks (2725 patient-years), there were 3 cases (0.11 per 100 patient-years)
of exacerbation of Crohn’s disease, 2 cases (0.08 per 100 patient-years) of exacerbation of ulcerative
colitis, and 2 cases (0.08 per 100 patient-years) of new onset ulcerative colitis. There were no cases in
placebo subjects (N = 793; 176 patient-years) during the 12-week placebo-controlled period.
One case of exacerbation of Crohn’s disease was reported in open-labeled portions of clinical trials in
plaque psoriasis.
Hypersensitivity Reactions
Anaphylaxis and cases of urticaria occurred in COSENTYX treated subjects in clinical trials [see Warnings
and Precautions (5.4)].
Pediatric Plaque Psoriasis
The safety of COSENTYX was assessed in two Phase 3 trials in pediatric subjects with plaque psoriasis.
The first was a randomized, double-blind, placebo and active-controlled, 236-week trial (Trial PsO6)
that enrolled 162 pediatric subjects 6 years of age and older, with severe plaque psoriasis (defined by
PASI score ≥ 20, an IGA modified 2011 score of 4, and involving ≥ 10% of the body surface area) who
were candidates for systemic therapy. The 162 subjects were randomized to receive placebo, a biologic
active control, or COSENTYX. In the COSENTYX groups, subjects with body weight < 25 kg received
75 mg, subjects with body weight 25 to < 50 kg received either 75 mg or 150 mg (2 times the recommended dose), and subjects with body weight ≥ 50 kg received either 150 mg or 300 mg (2 times the
recommended dose).
The second trial was a randomized, open-label, 208-week trial (Trial PsO7; NCT03668613) of 84 subjects
6 years of age and older with moderate to severe plaque psoriasis (defined by a PASI score ≥ 12, IGA mod
2011 score of ≥ 3, and BSA involvement of ≥ 10% at randomization) who were randomized into two
COSENTYX arms [Arm 1: 75 mg for body weight (BW) < 50 kg or 150 mg for ≥ 50 kg and Arm 2: 75 mg
for BW < 25 kg, 150 mg for BW ≥ 25 kg and < 50 kg, or 300 mg for BW ≥ 50 kg].
The safety profile reported in these trials was consistent with the safety profile reported in adult plaque
psoriasis trials.
Infections
One case of methicillin-resistant Staphylococcus aureus (MRSA) toxic shock syndrome (TSS) was reported
in a COSENTYX treated subject during the placebo-controlled period.
In the pediatric safety pool, which includes all subjects who took at least one dose of COSENTYX during
the treatment periods [198 subjects (287 patient years)], 22 (11%) subjects reported ≥ CTCAE Grade 2
neutropenia (≥1,000 to < 1,500 cells/mm3) with 57% of subjects followed for one year or more and
30% of subjects followed for two years or more. During the placebo-controlled period which included
a total of 80 subjects treated with secukinumab and 41 subjects treated with placebo up to 12 weeks,
≥ CTCAE Grade 2 neutropenia was reported in 3 (4%) of the subjects treated with secukinumab compared
with no subjects treated with placebo. No serious infections were associated with cases of neutropenia.
Adult Psoriatic Arthritis
COSENTYX was studied in two placebo-controlled PsA trials with 1003 patients (703 patients on COSENTYX
and 300 patients on placebo). Of the 703 patients who received COSENTYX, 299 patients received a subcutaneous loading dose of COSENTYX (PsA1) and 404 patients received an intravenous loading dose of
secukinumab (PsA2) followed by COSENTYX administered by subcutaneous injection every four weeks.
During the 16-week placebo-controlled period of the trials in patients with PsA, the overall proportion of
patients with adverse events was similar in the secukinumab and placebo-treatment groups (59% and 58%,
respectively). The adverse events that occurred at a proportion of at least 2% and at a higher proportion
in the COSENTYX groups than the placebo groups during the 16-week placebo-controlled period were
nasopharyngitis, upper respiratory tract infection, headache, nausea, and hypercholesterolemia. The
safety profile observed in patients with PsA treated with COSENTYX is consistent with the safety profile
in psoriasis.

Similar to the clinical trials in patients with psoriasis, there was an increased proportion of patients with
infections in the COSENTYX groups (29%) compared to placebo group (26%).
There were cases of Crohn’s disease and ulcerative colitis that include patients who experienced either
exacerbations or the development of new disease. There were three cases of inflammatory bowel disease,
of which two patients received secukinumab and one received placebo.
Ankylosing Spondylitis
COSENTYX was studied in two placebo-controlled AS trials with 590 patients (394 patients on COSENTYX
and 196 patients on placebo). Of the 394 patients who received COSENTYX, 145 patients received a subcutaneous load of COSENTYX (study AS1), and 249 received an intravenous loading dose of secukinumab
(study AS2) followed by COSENTYX administered by subcutaneous injection every four weeks. During
the 16-week placebo-controlled period of the trials in patients with AS, the overall proportion of patients
with adverse events was higher in the secukinumab groups than the placebo-treatment groups (66% and
59%, respectively). The adverse events that occurred at a proportion of at least 2% and at a higher proportion in the COSENTYX groups than the placebo groups during the 16-week placebo-controlled period
were nasopharyngitis, nausea, and upper respiratory tract infection. The safety profile observed in patients
with ankylosing spondylitis treated with COSENTYX is consistent with the safety profile in psoriasis. In a
third controlled study of AS (study AS3), the safety profile of the 300 mg dose of COSENTYX was consistent with the safety profile of the 150 mg dose of COSENTYX.
Similar to clinical trials in patients with psoriasis, there was an increased proportion of patients with
infections in the COSENTYX groups (31%) compared to the placebo group (18%).
In the original AS program, with 571 patients exposed to COSENTYX there were 8 cases of inflammatory
bowel disease during the entire treatment period [5 Crohn’s (0.7 per 100 patient-years) and 3 ulcerative
colitis (0.4 per 100 patient-years)]. During the placebo-controlled 16-week period, there were 2 Crohn’s
disease exacerbations and 1 new onset ulcerative colitis case that was a serious adverse event in patients
treated with COSENTYX compared to none of the patients treated with placebo. During the remainder
of the study when all patients received COSENTYX, 1 patient developed Crohn’s disease, 2 patients had
Crohn’s exacerbations, 1 patient developed ulcerative colitis, and 1 patient had an ulcerative colitis
exacerbation.
Non-Radiographic Axial Spondyloarthritis
COSENTYX was studied in one randomized, double-blind, placebo-controlled nr-axSpA trial with
555 patients (185 patients on with load COSENTYX, 184 patients on without load COSENTYX and
186 patients on placebo). The safety profile for patients with nr-axSpA treated with COSENTYX was
overall similar to the safety profile seen in patients with AS and other previous experience with
COSENTYX. Patients in nr-axSpA1 study who received the loading dosing regimen compared to those
without the loading regimen, had higher incidence of infections and infestations (92 per 100 patientyears vs 72 per 100 patient years), including nasopharyngitis, upper respiratory tract infection and
urinary tract infection, and gastrointestinal disorders (27 per 100 patient-years vs 22 per 100 patientyears), including gastritis, lower abdominal pain, colitis, diarrhea, and hematochezia.
Juvenile Psoriatic Arthritis and Enthesitis-Related Arthritis
COSENTYX was studied in one double-blind, placebo-controlled, event-driven, randomized trial in
86 pediatric patients aged 2 to < 18 years old with Juvenile Psoriatic Arthritis (JPsA) and ERA. The safety
profile reported in this study was consistent with the safety profile of secukinumab.
6.2 Immunogenicity
As with all therapeutic proteins, there is the potential for immunogenicity. The immunogenicity of
COSENTYX was evaluated using an electrochemiluminescence-based bridging immunoassay. Less than
1% of subjects treated with COSENTYX developed antibodies to secukinumab in up to 52 weeks of treatment. However, this assay has limitations in detecting anti-secukinumab antibodies in the presence of
secukinumab; therefore, the incidence of antibody development might not have been reliably determined.
Of the subjects who developed antidrug antibodies, approximately one-half had antibodies that were classified as neutralizing. Neutralizing antibodies were not associated with loss of efficacy.
The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in an assay
may be influenced by several factors, including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of incidence
of antibodies to COSENTYX with the incidences of antibodies to other products may be misleading.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
Limited available human data with COSENTYX use in pregnant women are insufficient to inform a drugassociated risk of adverse developmental outcomes. In an embryo-fetal development study, no adverse
developmental effects were observed in infants born to pregnant monkeys after subcutaneous administration of secukinumab during organogenesis at doses up to 30 times the maximum recommended human
dose (MRHD) (see Data).
The background risk of major birth defects and miscarriage for the indicated population is unknown;
however, the background risk in the U.S. general population of major birth defects is 2% to 4% and of
miscarriage is 15% to 20% of clinically recognized pregnancies.
Data
Animal Data
An embryo-fetal development study was performed in cynomolgus monkeys with secukinumab. No
malformations or embryo-fetal toxicity were observed in fetuses from pregnant monkeys that were administered secukinumab weekly by the subcutaneous route during the period of organogenesis at doses up
to 30 times the MRHD (on a mg/kg basis at a maternal dose of 150 mg/kg).
A pre- and post-natal development toxicity study was performed in mice with a murine analog of
secukinumab. No treatment-related effects on functional, morphological or immunological development
were observed in fetuses from pregnant mice that were administered the murine analog of secukinumab
on gestation days 6, 11, and 17 and on postpartum days 4, 10, and 16 at doses up to 150 mg/kg/dose.
8.2 Lactation
Risk Summary
It is not known whether secukinumab is excreted in human milk or absorbed systemically after ingestion.
There are no data on the effects of COSENTYX on the breastfed child or the effects on milk production.
The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for COSENTYX and any potential adverse effects on the breastfed child from COSENTYX or
from the underlying maternal condition.
8.4 Pediatric Use
The safety and effectiveness of COSENTYX have been established in pediatric subjects aged 6 years and
older with moderate to severe plaque psoriasis [see Adverse Reactions (6.1), Clinical Studies (14.2) in
the full prescribing information]. Safety and effectiveness of COSENTYX in pediatric patients with plaque
psoriasis below the age of 6 years have not been established.
The safety and effectiveness of COSENTYX have been established in patients weighing 15 kg or more with
JPsA (2 years and older) and ERA (4 years and older) [see Adverse Reactions (6.1), Clinical Studies (14.6)
in the full prescribing information].
The safety and effectiveness of COSENTYX in pediatric patients below the age of 2 years and with body
weight less than 15 kg have not been established.
8.5 Geriatric Use
Of the 3430 plaque psoriasis subjects exposed to COSENTYX in clinical trials, a total of 230 were 65 years
or older, and 32 subjects were 75 years or older. Although no differences in safety or efficacy were observed
between older and younger subjects, the number of subjects aged 65 years and older was not sufficient
to determine whether they responded differently from younger subjects.
10 OVERDOSAGE
Doses up to 30 mg/kg intravenously have been administered in clinical trials without dose-limiting toxicity.
In the event of overdosage, it is recommended that the patient be monitored for any signs or symptoms
of adverse reactions and appropriate symptomatic treatment be instituted immediately.
Manufactured by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936
US License Number 1244
© Novartis
T2021-162

7 DRUG INTERACTIONS
CYP450 Substrates
The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1, IL-6,
IL-10, TNFα, IFN) during chronic inflammation.
Upon initiation or discontinuation of COSENTYX in patients who are receiving concomitant CYP450
substrates, particularly those with a narrow therapeutic index, consider monitoring for therapeutic effect
or drug concentration and consider dosage adjustment of the CYP450 substrate as needed [see Clinical
Pharmacology (12.3) in the full prescribing information].
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Trends in Clean, Sustainable,
and Green Skin Care, Cosmetics
Draelos is an adjunct assistant professor of dermatology at Duke University School of
Medicine in Durham, North Carolina, and chief medical editor of Dermatology Times®.

Q

What are clean cosmetics?

I am really not sure what constitutes “clean cosmetics,” and neither are the cosmetic manufacturers. However, this term really seems to resonate with consumers. I think the concept arose
when cosmetic ingredient watchdogs came up
with the idea that some products contained
“bad” substances that could damage skin and
overall general health. This then led to the
development of lists of ingredients with various
safety ratings, allowing consumers to assess the
safety of the products they purchase. The problem is that the “good” and “bad” ingredient lists
are not consistent and are made by individuals who do not appear to be cosmetic chemists.
Thus, there is a lot of confusion regarding the
whole concept.
“Clean cosmetics” are supposed to be free of
all “bad” ingredients, but if you look at the lists,
you will notice that many of the “bad” ingredients are preservatives. This is expected, as preservatives are put into products to kill bacteria
and prevent contamination. They are used in

very low concentration and are essential to prevent product spoilage. Otherwise, all your skin
care products would need to be refrigerated, just
like food. There are no good preservatives by
definition.
Other lists of clean cosmetics do not allow
any petroleum-derived substances to be used,
such as petrolatum or mineral oil. Petrolatum
was actually one of the first cosmetics introduced into the marketplace and is the one
moisturizer that is closest in construction to
the behavior of the intercellular lipids. Dermatologists know that it is highly effective
and a commonly used ingredient in wound
care preparations.
Many clean ingredients are botanically
derived and are considered good because they
come from plants. However, plants can be allergens and are not necessarily good for the skin.
Thus, this distinction of good ingredients and
bad ingredients is hard to generalize for all individuals. At present, it appears that “clean cosmetics” are a marketing campaign to create
brand distinction in a crowded marketplace.

At present, it appears that
“clean cosmetics” are a
marketing campaign to create
brand distinction
in a crowded
marketplace.

Q

What are sustainable
cosmeceuticals?

The whole concept of sustainability is sweeping
the cosmetics and skin care industry not only in
ingredient selection, but also in packaging. Many
cosmetics and skin care products come in elaborate packaging with outer wraps over a cardboard box and include a tissue paper interior
liner over a cardboard piece to stabilize the bottle during shipping in a plastic bottle. All these
items ultimately end up in a landfill. Part of the
sustainable push is to minimize packaging waste
and make it recyclable.
The other part of sustainability is not overharvesting ingredients from natural sources. For
example, rare barks that come from Brazil used
in fragrances could be easily depleted in the rain
forest. This has led to fragrance analysis and the
production of individual fragrance ingredients
that smell like the rare bark but are completely
synthetic to prevent selective depletion of plants.
Other essential oils that are derived from flowers
can also be created synthetically, which encourages sustainability of the plant, but also means
the ingredients are not natural because they do
not come directly from the plant source. Or are
they more natural because synthetic ingredients
are purer with fewer contaminants?
This points out the vague nature of many of
these concepts. Indeed, sustainability is important in cosmeceuticals, but the exact nature of
what sustainability embodies has not been universally defined.

Q

What are green skin care products?

Green skin care is another rather vague marketing
term. Some use the term green skin care synonymously with clean skin care. However, green skin
care products may also contain only plant-derived ingredients with no animal products, such
as gelatin or hydrolyzed proteins. They also may
eliminate any ingredients obtained as by-products from fossil fuels. It appears that each consumer can create their own vision of green skin
care. The most important part to the manufacturer is whether the consumer’s vision encourages product purchase.

Stock.Adobe.com/ paulynn

BY ZOE DIANA DRAELOS, MD

JULY 2022

20

DermatologyTimes®

finance & practice management
What Practice Owners Need to Know
When Considering a Sale or Merger
BY DAVID B. MANDELL, JD, MBA; AND JASON M. O’DELL, MS, CWM
Mandell is an attorney and founder of the wealth management firm OJM Group in Cincinnati, Ohio.
O’Dell is a managing partner and financial adviser at OJM Group.

T

he prevalence of mergers and
acquisitions (M&A) has become
a major trend in the dermatology specialty in recent years. Frequently, these deals have taken the form of
smaller dermatology practices being merged
into larger groups or “platform practices”—
those that bring on an investment partner and
acquire a host of smaller practices in a geographic region. Many dermatologists are
debating whether they should participate
in this trend while others are being actively
recruited by financial firms.
In this article, we will examine 4 success
factors that a dermatologist should implement
when considering a sale or merger.

1

PREPARE YOUR PRACTICE FINANCIALLY.

Preparing the practice financially not
only means having the books and records
organized and in order, but also can be more
broadly defined as “maximizing the value of the
practice” to a potential buyer. This objective
can be achieved by creating processes and procedures for everything in the practice that is not
clinical—from patient intake and checkout to
follow-up post appointment and marketing.
One well-known practice consultant uses
the example of a 35-point bathroom-cleaning
checklist that a successful practice has put in
place. Another expert, a pilot for a major airline, recently spoke at a cosmetic surgery meeting about lessons a medical practice could learn
from airline industry processes to improve
patient safety. These examples share a common
message: Apply a hyper focus on process design
and implementation to every internal procedure
and patient interaction, and the “systematizing”
of a practice becomes inevitable.
Not only do such systems add value to a
buyer (because they know the practice is regimented and can thrive through systems rather
than 1 person running the show), but they
also add significant value to the practice even
if you ultimately decide not to sell. By implementing streamlined procedures throughout

the practice, it will run more efficiently on a
day-to-day basis, be able to survive employee
turnover, and likely will be more profitable
even if a sale never occurs.
Preparing the practice financially also
includes maximizing earnings before interest expense, income taxes, depreciation, and
amortization expense (EBITDA). Nonrecurring expenses, owner-related expenses, and
excess owner compensation are often added
back in the equation. This calculation allows
the potential buyer to determine what the
practice’s profit would be if the buyer owned
the practice and had to pay reasonable compensation to physician employees to run it.
Once again, getting a good handle on your
practice’s EBITDA today and looking for
ways to improve it may prove very valuable,
whether you sell the practice or not.

2

DETERMINE THE RIGHT
TYPE OF TRANSACTION.

3

FIND THE RIGHT ADVISORY TEAM.

When it comes to M&A, 1 size does not fit all.
One practice owner might be looking to sell
100% and consider the transaction as a type of
exit from their current practice. Another may
be exploring the sale of a majority ownership
or minority stake, and others may consider a
combination of equity (ownership) and debt.
The choice depends on whether the owners
plan to relinquish control of the practice, want
to add a financial partner to help them grow
but stay in control, or hope to achieve some
other objective.
Larger practices, especially those with
highly effective systems and EBITDA, may
consider becoming a platform practice. For
smaller practices, the most realistic option is
to be acquired/merged into a larger practice.
Many of these deals are extremely lucrative, so
this scenario should not be seen as a negative.
This may be the most important factor
because the right advisory team will provide
the expertise to make sure the other factors are

in place. They will help to properly prepare the
practice, maximize EBITDA, and secure the
right type of transaction.
Who is on the advisory team? The team
should start with the personal financial advisor(s) for the partners who can advise the
physicians on the ramifications of a transaction on their personal finances and life goals.
If a potential deal doesn’t fit with the physician’s personal life and financial goals, why
even consider it? Physicians must understand
what a potential sale/merger will mean for
their long-term financial goals—with financial modeling being an essential task. Quantifying how a dermatologist’s financial position
will change with a potential windfall (considering all taxes, of course) and lower ongoing income is key to our conversations when
advising clients.
Beyond the physician’s personal financial
advisors, the team should involve other advisors to the practice, including a certified public accountant (CPA), often from the dermatologist practice’s CPA firm. A special transaction CPA with experience in these types of
deals may also be involved.
An M&A attorney, ideally with experience in medical practice transactions, is also
an essential member of the team. The attorney
ultimately will be the individual responsible for
representing the practice to make sure that the
agreements reflect the best possible deal for the
practice and its owners.
Although the team ideally should include an
investment banker who represents the practice,
many physicians make the mistake of excluding
this advisory role. A well-qualified investment
banker, especially one with experience in medical practice sales, can add many multiples of
their fee in value to the deal.
Based on our work, an investment banker
should make clear that their knowledge of the
industry (what deals have transpired at what
values) and competitive process (bringing in
other potential buyers to create bidding activity) typically puts the practice in a much
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better position than if the banker had never
been involved. In fact, many bankers work
primarily on a “success fee,” which ensures
that they do well only if the practice does
well. This alignment is crucial to ensure both
the banker and client practice are focused on
the same goal.

4

PREPARE MENTALLY FOR
THE “WHY” BEHIND THE DEAL.

When a transaction occurs, things may change
dramatically, including practice operations,
physician compensation, and employee management. To ensure everyone feels positive on
the other side of the transaction, each participant should understand their personal goals
and motivations for the deal from the outset.
For example, if you will remain in the practice post sale, which is quite common, you
should understand your motivation going
into the transaction and think through what
your practice and life will look like years after.

This will force you to consider the following
questions:
 Why are you doing the deal? Is it because
you want to give up administrative headaches and let somebody run the business part of the practice? If so, will you be
comfortable taking direction from others
and not being in control?
 If the motivation is more financial, will
you be OK with lower ongoing income
after the deal is complete? Do the
financial expectations meet what you
have modeled for your personal financial goals?
CONCLUSION

As M&A deals continue in the specialty, many
dermatologists eventually will consider becoming part of the trend. This article outlines a
few success factors to implement if a merger or
sale becomes a real possibility for you and your
practice. Be sure to consider these factors well

in advance of completing a deal or even signing a letter of intent. Building the right advisory
team around you is a wise first step.
Disclosure
OJM Group, LLC (“OJM”) is a Securities and Exchange Commission (SEC)–registered investment adviser with its principal place of practice in the state of Ohio.
SEC registration does not constitute an endorsement of OJM by the SEC nor does it
indicate that OJM has attained a particular level of skill or ability. OJM and its representatives are in compliance with the current notice filing and registration requirements imposed upon registered investment advisers by those states in which OJM
maintains clients. OJM may only transact practice in those states in which it is registered or qualifies for an exemption or exclusion from registration requirements.
For information pertaining to the registration status of OJM, please contact OJM
or refer to the Investment Adviser Public Disclosure website at www.adviserinfo.
sec.gov.
For additional information about OJM, including fees and services, send for our disclosure brochure as set forth on Form ADV using the contact information herein.
Please read the disclosure statement carefully before you invest or send money.
This article contains general information that is not suitable for everyone. The information contained herein should not be construed as personalized legal or tax
advice or as a recommendation of any particular security or strategy. There is no
guarantee that the views and opinions expressed in this article will be appropriate
for your particular circumstances. Because tax law changes frequently, information presented herein is subject to change without notice. You should seek professional tax and legal advice before implementing any strategy discussed herein.
Wealth Planning for the Modern Physician
and Wealth Management Made Simple
are available free in print or by e-book.
Download by texting DERM to 844-418-1212 or
scanning the QR code.

Medical World News® is a first-of-its-kind 24-hour online program for health care
professionals, by health care professionals. The site provides video editorial content on
a variety of cutting-edge topics delivered on demand for all health care stakeholders,
offering the latest news and information in an easily digestible, one-stop-shop format.

Deep Dive Into Diversity and Equity in Health care

Dr Brandi Kaye Freeman is a physician dedicated to eradicating the health
inequities that affect vulnerable populations through evidence-based practices and improved quality of health care delivery. She is assistant professor of
pediatrics and the associate vice chair for diversity, equity, and inclusion for the
Department of Pediatrics as well as an attending physician at the Child Health
Clinic at the Children’s Hospital of Colorado. In these roles, she is a practicing
primary care physician and health services researcher whose research portfolio
includes developing approaches to improve diversity and equity in health care
and investigating best practices to help children thrive in early childhood. As
a community leader and advocate, Dr Freeman dedicates numerous hours to
improving the health and well-being of minority communities.

Deep Dive Into Exploring the Science Behind Sleep
Dr Peter Polos dives into the science behind sleep, including how
to get quality sleep and the negative consequences of poor sleep.
Dr Polos initially entered the sleep medicine field when it was still
in its infancy: “I think for me it was a moment of ‘Wow, I don’t
know anything about this,’ and the more I had to study it as part
of my training, the more I wanted to learn about it.”
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Deep Dive Into Health Care Provisions of Build Back Better Bill
The experts at Avalere, Ryan Urgo & Neil Lund, shared insights with Managed
Healthcare Executive® into the politics of a less ambitious Build Back Better bill and
the health care provisions it might include. If a “skinny bill” doesn’t get passed, the
health care action of the Biden administration might shift to CMS Innovation Center
and payment models, including a successor to the Oncology Care Model.

IT’S TIME YOU KNOW ABOUT TYK2
Pathbreaking research is shedding light
on the role of TYK2 in psoriasis
At BMS, we are committed to helping patients prevail
over serious immune-related diseases such as psoriasis.
We’re excited about our innovative research on the TYK2
pathway and the role it may play in dermatology.

Explore TYKnology
at TYK2.com
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in the pipeline

Top Drugs to
Watch in June
After a brisk start in 2022, the FDA pipeline could see
groundbreaking approvals moving into Q3. Find out
which drugs are due for review, and which might soon get
Prescription Drug User Fee Act (PDUFA) dates.
Linda Stocum | Associate Editor

L

Last year ended with several drug approvals, including secukinumab (Cosentyx; Novartis) to treat active enthesitis-related arthritis in patients 4 years and older and active psoriatic arthritis (PsA) in patients 2 years and older, as well as tralokinumab-Idrm (Adbry; LEO
Pharma) for moderate to severe atopic dermatitis (AD) in adults 18 years and older.1,2
The momentum continued in Q1 and, thusfar, Q2 2022. Earlier this year, FDA approved 2 Janus
kinase (JAK) inhibitors to treat AD: abrocitinib (Cibinqo; Pfizer) and upadacitinib (Rinvoq; AbbVie).
Risankizumab-rzaa (Skyrizi; AbbVie) was okayed for adults with active PsA, and Juvéderm Volbella
XC (Allergan Aesthetics) is now approved to treat undereye hollows.3-6 Looking forward, the following treatments are due for big moves in the back half of this year.

Mirikizumab for Ulcerative Colitis
Stating its intention to submit a biologics license application
for approval of mirikizumab to treat ulcerative colitis (UC) in
the first half of 2022, Eli Lilly and Company released more
safety and efficacy data on the humanized IgG 4 monoclonal
antibody that binds to the p19 subunit of IL-23.7 A recent press
release reported data from the pivotal LUCENT 1 phase 3 study
(NCT03518086), which demonstrated that patients with moderately to severely active UC who took mirikizumab achieved
statistically significant higher rates of clinical remission at
12 weeks compared with patients taking placebo. Nearly half of
patients taking mirikizumab (45.5%; n = 395 of 868) achieved
symptomatic remission at 12 weeks compared with less than
a third of patients taking placebo (27.9%; n = 82 of 294; P <
.001).7 The safety profile was consistent with both previous trials
and other anti–IL-23 p19 antibodies in other therapeutic areas.

Ruxolitinib for Vitiligo

ktsdesign/Stock.Adobe.com

In December 2021, the FDA granted priority review to a supplemental new drug application (sNDA) for ruxolitinib cream
1.5% (Opzelura; Incyte) to treat vitiligo in patients 12 years
and older.8 Approval would make ruxolitinib the first topical
JAK inhibitor in the United States to treat this skin condition.
The sNDA is supported by data from a phase 3 clinical trial program, which includes TRuE-V1 (NCT04052425) and TRuE-V2
(NCT04057573). The trials investigated the agent’s safety and
efficacy in more than 600 patients 12 years and older with nonsegmental vitiligo. The Prescription Drug User Fee Act (PDUFA)
date was initially April 18, 2022, but has since been extended
3 months to July 18, 2022.9

5% Encapsulated Benzoyl
Peroxide Cream for Rosacea
After a COVID-19–related delay, the PDUFA date for 5% encapsulated benzoyl peroxide cream (Epsolay; Sol-Gel Technologies) was moved to February 14, 2022, from April 26, 2021.
The treatment was approved on April 25, 2022, and is now
available for perscription across the US.10 This approval distinguishes the cream as the first single-agent benzoyl peroxide prescription drug to get the FDA’s OK.11 In September 2021,
the FDA initially accepted the NDA filing, which is supported
by positive data from 2 phase 3 trials investigating the agent’s
safety and efficacy in patients with papule pustule rosacea.

VP-102 for Molluscum Contagiosum
The FDA accepted Verrica Pharmaceuticals’ resubmitted NDA
for VP-102, a proprietary drug-device combination containing cantharidin 0.7% (w/v), after deficiencies were found at a
manufacturing facility in September 2021.12 On June 27, 2022,
the company held a Type A meeting with the FDA regarding
the path forward for the resubmission and potential approval
of the New Drug Application (NDA) for what could be the first
approved treatment for molluscum contagiosum (MC).11 Data
from a pair of phase 3 studies showed that in 527 participants,
VP-102 demonstrated superior efficacy compared with vehicle based on percentage of participants with complete clearance of MC lesions: 46.3% vs 17.9% (P < .001), respectively,
in CAMP-1 (NCT03377790) and 54.0% vs 13.4% (P < .001)
in CAMP-2 (NCT03377803).13
For full list of references, see dermatologytimes.com
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Inside the Clinic with Demetra
Check out Dermatology Times®’s latest Inside the Clinic with Demetra
episodes with experts Jodi Ganz, MD, and Trent Renta to gain insight
on the latest tech-enabled dermatoscope.
Discover how you can utilize this advanced technology to increase
patient engagement in treatment decisions!

Watch Now
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Quick TAKES
Peeling remains a safe and
cost-effective option for
treating atrophic acne scars.

Results are highly dependent on the skill
of the dermatologists for both peeling
and lasers in acne scar treatment.

For patients with skin of color, the same acids and peels are a good
choice, but concentrations may need to be gentler and precare
regimens may have to be stopped earlier prior to treatment.

Optimize Acids, Peels
in Acne Scar Treatment
An expert offers insights into the who, how, and when of these combined therapies.
ORIANA LERNER | Staff Correspondent

D

espite the widespread applications of lasers in rectifying acne scarring and the use of other
modalities including microneedling with platelet-rich plasma (PRP), chemical peeling
remains a mainstay of treating atrophic acne scars.
“There is a tendency to throw the kitchen sink with everything in it on scars, especially with treating acne scars, but nothing is better than 100% TCA CROSS [chemical reconstruction of skin scars technique]1 for pitted scars and boxcar scars in any color skin,” Harold Brody, MD,
FAAD, FASDS, clinical professor of dermatology at Emory University School of Medicine in Atlanta,
Georgia, and past president of the International Peeling Society (IPS) USA, told Dermatology Times®.
In his presentation at the 2022 American Academy of Dermatology Annual Meeting, Brody
noted that peels are more cost effective than lasers but can produce “competitively comparable”
results if the dermatologist is equally skilled in both modalities.2 That can be a meaningful difference for patients evaluating acne scar treatment options because 2020 statistics from the American
Society of Plastic Surgeons put the average cost of peels at $519 vs $1445 and $2509 for nonablative and ablative lasers, respectively.3
Brody noted that many dermatologists who specialize in medical dermatology may be unaware of
recent advances in peeling. To help maximize the efficacy of this mainstay treatment, he shared his
insights on how to more effectively use acids and peels and recommends that dermatologists seek out
peeling workshops such as those offered by the IPS. “The goal,” he said, “is to convert rigid scars to
distensible scars and then to elevate them with long-lasting fillers.”
For patients with skin of color, it may be
a question of changing the “how” and
not the “what” of peels and acids.

“CROSS TCA is good in all skin types if performed carefully and properly without overlap,”
Brody said. For patients with skin of color, he
suggested 15% to 20% TCA, adding that “Jessner’s peel is always safe in skin of color as long
as you do not apply too many coats.” When
looking for postinflammatory hyperpigmentation (PIH), check beyond scar sites. “Look
for pigment on the lines on the palms of the
hands as indications of PIH,” he said. If PIH
is suspected, he advised using hydroquinone
bleaches immediately after healing and adding other bleaches if needed. Brody also noted
that patients with skin of color should stop precare regimens a few days before the peel (those
with lighter Fitzpatrick skin types may be able
to continue until the day of the peel).

Tried-and-true techniques may be best
when it comes to applying TCA.

Although some studies have experimented with
the use of an empty insulin syringe to place the
TCA in the scar,4 Brody does not recommend
it. “An insulin syringe is not always easy to use
and offers no advantage,” he said. “Toothpicks
or micro–cotton tips are best for TCA.”
More may not be better.

“Combining microneedling or PRP, which
both have a very, very small incremental
improvement, with peeling isn’t completely
evaluated and is evolving,” Brody said, adding that nonablative lasers do not have much
effect on scars regardless of skin type. “Using
sandpaper and/or spot peeling of scars combined with treatment with subcision in people
of color, which is effective, hasn’t been compared to combination treatments,” he said.

Do not get locked in to 1 peel for all cases.

“For individual scars, phenol solution followed by
subcision can be a good option,” Brody said.
Results depend on the dermatologist,
not the patient.

“The initial and eventual outcomes are in the
hands of the dermatologist, as there are operator
differences in peeling [also true with lasers] and
that can also affect patient downtime,” Brody
noted in his presentation. He emphasized the
importance of continuing education for dermatologists looking to improve their skill set with
peels and acids.
Change may be on the horizon.

Keep an eye out for new methods of filling
scars. Brody said that microdroplet silicone,
an upcoming investigative treatment for scars
in patients with skin of color, is getting “spectacular” results with a “terrific” safety record.
Disclosures
Brody listed the following relevant disclosures: Allergan Inc, Galderma Laboratories,L.P., and Merz Aesthetics.
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Quick TAKES
Results of a study with 3888 participants showed that parental acne
has strong associations with acne presentation and a predisposition
to moderate to severe disease in these individuals’ children.

Acne in siblings was a
more accurate predictor
of severe scarring.

Among modifiable factors, demographics and a sedentary
lifestyle affect presentation, but diet may control the risk of
severe disease and high-grade scarring.

Family History Holds
Clues on Acne Factors
KEITH LORIA | Staff Correspondent

A

lthough numerous epidemiology studies have investigated the risk factors
associated with acne presentation
and severity, few have examined acne
scarring. Researchers aimed to fill that gap.1
“We initiated a study on the epidemiology of
acne, as this was a common skin condition afflicting young adults,” said Fook Tim Chew, PhD, vice
dean of undergraduate education in the College of
Science and associate professor of epidemiology,
genetics, and immunology in the Department of
Biological Services at National University of Singapore and an author on the paper. “This study
would form the baseline for us to understand the
pattern of disease in our population and within our
tropical environment and allow us to elucidate the
underlying risk factors as well the pathogenesis,
with the intent to evaluate modifiable factors that
could be performed to alleviate the condition.”
This research team had previously performed
a highly detailed meta-analysis and critical review
of the literature in this area.2 Having identified a
gap, they aimed to investigate the prevalence of
acne and its presentation, severity, and scarring
grades and their associated risk factors among Singapore Chinese patients in this latest study. The
investigators conducted an epidemiological study
over multiple years, enrolling university students
at the National University of Singapore. More
than 4000 people were evaluated both by investigator-administered questionnaires and physical
observations.
“We evaluated the pattern of the disease, severity, as well as scarring due to the disease,” Chew
said. “We evaluated both lifestyle factors, such as
diet and smoking, as well as demographic, socioeconomic, and personal health history.”
A total of 3888 participants (2090 cases, 1798
controls; median age, 21 ± 4.589; range, 17-71)
completed an investigator-administered questionnaire as part of the cross-sectional study, which
included sociodemographic factors, familial medical history, lifestyle factors, dietary habits, and

acne history.
Researchers put participants into 5 scarring
grades based on the Qualitative Global Scarring
Grading System (QGS),1 with grade 0, no acne
scars; grade 1, shallow scars not visible from a distance affecting less than a quarter of the face; grade
2, slightly deeper scars that are slightly visible from
a distance affecting more than a quarter but less
than half the face; grade 3, even deeper scars visible from a distance affecting at least half the face;
and grade 4, deepest scars that are clearly visible
from a distance affecting almost the entire face.
“One change made was to exclude erythema
and hyperpigmentation marks from the grading system, which is in contrast with grade 1 of
the QGS, which considered such marks,” Chew
said. “Further, unlike the QGS, the area of the face
affected by scarring was considered in our grading
system to ensure that fewer patients fell between
2 scarring grades.”
The research revealed that the majority of the
acne cases had mild acne/grade 1 scarring and that
less than 1% had severe acne/grade 4 scarring.2
“Parental acne was significantly associated
with acne presentation and moderate/severe acne,
[whereas] sibling acne was significantly associated
with grade 3/4 scarring,” Chew noted. “Gender
and age affected acne severity and scarring but not
acne presentation, [and] tertiary maternal education level and the possession of greater than or
equal to 3 siblings were particularly associated
with acne scarring.”
“Positive familial history is a strong predisposing factor in determining acne presentation, severity, and scarring. The tendency to see familial history is not always an indication that genetics is at
play. It could also be that families tend to have similar shared environment(s) or shared lifestyles.
Nevertheless, even after discounting for these
other factors, genetic disposition still remained
the strongest risk factor.”
The investigators found that having a body
mass index that classified a patient as underweight

was protective against acne presentation and that
atopic diseases were its predisposing factors.3
Lifestyle factors also play a role. “Of the evaluated lifestyle factors, computer/TV usage had significant association with acne presentation, [and]
alcohol consumption was significantly associated
with acne severity,” Chew said.
Diet is an additional consideration, wrote the
authors. The paper showed that frequent milk
consumption was associated with a protective
effect for moderate to severe acne and that frequent
butter consumption had a detrimental effect on the
extent of acne scarring.1
Additionally, demographic factors and sedentary lifestyle influence acne presentation, and dietary habits influence acne severity and scarring.1
“The predisposing factors revealed in this study
could help us gain insights into acne pathophysiology and, hence, develop interventions especially
targeting modifiable risk factors,” Chew said.
He noted identifying the baseline patterns of
disease was key so the researchers could determine priorities. With that done, they could then
tackle the underlying pathogenesis.
“We are currently focused on the modifiable
factors such as diet first and are trying to understand the underlying factors that might influence
the development of the condition due to these
modifiable factors first,” Chew said. “In a follow-up study, we elucidated a potential mechanism linking frequent high–glycemic index food
intake to the disease and the potential link to what
happens in the skin.”4
Chew believes the predisposing factors found
in the study may help researchers and clinicians
better understand the epidemiology of acne, especially in this population. Also, the findings should
guide future research on risk factors, with the hope
of better understanding the pathophysiology of
acne to develop effective interventions especially
targeting modifiable risk factors like lifestyle and
dietary habits, the authors concluded.2
For full list of references, see dermatologytimes.com
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Experts Share Acne and
Rosacea Treatment Pearls
Go beyond the surface of both skin conditions with these
actionable insights.
MIRANDA HESTER | Editor

“

Comedones will
be seen with acne
but not with rosacea,
and both papules and
pustules can be seen
with rosacea but not
with acne.”

G
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ina Mangin, MPAS, PA-C, and
James Treat, MD, discussed
treating rosacea and acne at a session during the 2022 New Wave
Dermatology Conference.1
Mangin is a physician assistant at Sand
Lake Dermatology Center in Orlando, Florida. Treat is a professor of clinical pediatrics at
Perelman School of Medicine and an attending dermatologist and the education director
and fellowship director of pediatric dermatology at Children’s Hospital of Philadelphia at

the University of Pennsylvania.
During the session, Mangin discussed
the differences in clinical features
between acne and rosacea. For example, comedones will be seen with
acne but not with rosacea, and both
papules and pustules can be seen
with rosacea but not with acne.
Not all acne is the same, she
noted, and the age of the patient
can play a role in determining
what treatments are used.
For instance, Mangin said
that for her adult female patients
with acne, she uses the antiandrogen agent spironolactone far more
often than she would with her adolescent patients. For teen patients, she
uses topical retinoids and traditional
oral antibiotics, Treat then discussed using
spironolactone in adolescent patients who
needed it, but only once they were a few years
into puberty.
Both discussed dosing for spironolactone.
Depending upon patient-specific factors. Treat
generally starts his patients at 50 mg, whereas
Mangin typically begins with 100 mg, with
some patients needing 150 mg. As a rule, she
does not do laboratory monitoring unless it
was determined in the consultation that the
patient requires it.
Mangin recommends using retinoids for
acne treatment, adding that she believes there
is a retinoid for every patient—although it
may take time to determine this. For sensitive patients, she leans toward adapalene or
may choose a retinol, even though retinols
are not as effective. For patients who still suf-

Quick TAKES

fer irritation, Treat
said studies have
Don’t confuse acne and
shown that immerosacea—they have
diate application of
different identifying
moisturizers after
clinical features.
retinoids does not
Retinoids are critical
affect efficacy, so
for the treatment and
management of acne.
adding a moisturizer may help with
Regulated doses of
spironolactone can
the issue of irritabe beneficial for
tion. He noted that
adolescents a few years
patient adherence
into puberty.
to treatment may
be a difficult hurdle when it comes to any regimen.
Creating a treatment plan is another important area to ensure good outcomes. It is helpful
to have an honest conversation about desired
results and what the actual timetable may
look like with the patient. In addition, knowing whether patients will take oral medications
can help determine whether only topicals are
on the table.
Reference
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR
For uncontrolled, mild to moderate atopic dermatitis in
non-immunocompromised patients aged ≥12 years1
> Clear or almost clear skin (IGA 0/1)* in >50% of patients at week 8
(53.8% vs 15.1% and 51.3% vs 7.6% vehicle†; P<0.0001)1,2
> Meaningful itch relief (Itch NRS4) in >50% of patients at week 8
(52.2% vs 15.4% and 50.7% vs 16.3% vehicle†; P<0.0001)1,2‡
— Itch NRS4 response seen as early as day 3
(18.4% OPZELURA vs 4.2% vehicle and 13.2% OPZELURA vs 0% vehicle†)3
OPZELURA was studied in 2 identically designed, double-blind, randomized, vehicle-controlled trials (TRue-AD1 and TRuE-AD2). The 2 studies
included 1249 adult and adolescent patients ≥12 years of age with an affected BSA of 3%-20% and an IGA score of 2 or 3 on a severity scale of
0-4. Patients were randomized to monotherapy with OPZELURA, ruxolitinib cream 0.75%, or vehicle twice daily for 8 weeks.1,2
*With a ≥2-grade improvement from baseline.1
†
In TRuE-AD1 and TRuE-AD2, respectively.1,2
‡
≥4-point improvement in NRS among patients with a score of ≥4 at baseline.1
BID=twice daily; BSA=body surface area; IGA=lnvestigator's Global Assessment; JAK=Janus kinase; NRS=numeric rating scale.

Discover more at OpzeluraHCP.com

INDICATION
OPZELURA is indicated for the topical short-term and
non-continuous chronic treatment of mild to moderate
atopic dermatitis in non-immunocompromised patients
12 years of age and older whose disease is not adequately
controlled with topical prescription therapies or when
those therapies are not advisable.
Limitation of Use:
Use of OPZELURA in combination with therapeutic
biologics, other JAK inhibitors or potent
immunosuppressants such as azathioprine or
cyclosporine is not recommended.
IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS
Patients treated with oral Janus kinase inhibitors for
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
candidiasis and pneumocystosis.
• Bacterial, viral, and other infections
due to opportunistic pathogens.
Avoid use of OPZELURA in patients
with an active, serious infection,
including localized infections.

If a serious infection develops, interrupt OPZELURA
until the infection is controlled. Carefully consider
the 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.
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.
Please see additional Important Safety Information
on following page.
Please see Brief Summary of Full Prescribing
Information, including Boxed Warning, on
following pages.

IMPORTANT SAFETY INFORMATION for
OPZELURA™ (ruxolitinib) cream 1.5% (continued)
SERIOUS INFECTIONS (continued)
Hepatitis B viral load (HBV-DNA titer) increases,
with or without associated elevations in alanine
aminotransferase and aspartate aminotransferase,
have been reported in patients with chronic HBV
infections taking oral ruxolitinib. OPZELURA
initiation is not recommended in patients with active
hepatitis B or hepatitis C.
MORTALITY
Higher rate of all-cause mortality, including sudden
cardiovascular death, has been observed in patients
treated with oral Janus kinase inhibitors for
inflammatory conditions.
MALIGNANCIES
Lymphoma and other malignancies have been
observed in patients treated with Janus kinase
inhibitors for inflammatory conditions. Patients
who are current or past smokers are at additional
increased risk. Non-melanoma skin cancers, including
basal cell and squamous cell carcinoma, have occurred
in patients treated with OPZELURA. Perform periodic
skin examinations during OPZELURA treatment and
following treatment as appropriate.
MAJOR ADVERSE CARDIOVASCULAR EVENTS
(MACE)
Higher rate of MACE (including cardiovascular
death, myocardial infarction, and stroke) has been
observed in patients treated with Janus kinase
inhibitors for inflammatory conditions. Consider
the benefits and risks for the individual patient prior
to initiating or continuing therapy with OPZELURA,
particularly in patients who are current or past
smokers and patients with other cardiovascular
risk factors. Patients should be informed about the
symptoms of serious cardiovascular events and the
steps to take if these symptoms occur.
THROMBOSIS
Thrombosis, including deep venous thrombosis,
pulmonary embolism, and arterial thrombosis has
been observed in patients treated with oral Janus
kinase inhibitors for inflammatory conditions.
Many of these adverse reactions were serious and
some resulted in death. Patients with symptoms of
thrombosis should be promptly evaluated.

Thromboembolic events were observed in clinical
trials with OPZELURA. There was no clear relationship
between platelet count elevations and thrombotic
events. OPZELURA should be used with caution in
patients who may be at increased risk of thrombosis.
Thrombocytopenia, Anemia and Neutropenia
Thrombocytopenia, anemia and neutropenia were
reported in the clinical trials with OPZELURA.
Consider the 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
The most common adverse reactions (≥1%) are
nasopharyngitis (3%), diarrhea (1%), bronchitis (1%), ear
infection (1%), eosinophil count increased (1%), urticaria
(1%), folliculitis (1%), tonsillitis (1%), and rhinorrhea (1%).
Pregnancy
There will be a pregnancy registry that monitors
pregnancy outcomes in pregnant persons exposed
to OPZELURA during pregnancy. Pregnant persons
exposed to OPZELURA and healthcare providers
should report OPZELURA exposure by calling
855-4MEDINFO or 855-463-3463.
Lactation
Advise women not to breastfeed during treatment
with OPZELURA and for four weeks after the last
dose (approximately 5 elimination half-lives).
Please see Brief Summary of Full Prescribing
Information, including Boxed Warning, on
following pages.
References: 1. Opzelura. Prescribing Information. Incyte Corporation;
2021. 2. Papp K, Szepietowski JC, Kircik L, et al. Efficacy and safety of
ruxolitinib cream for the treatment of atopic dermatitis: results from
2 phase 3, randomized, double-blind studies. J Am Acad Dermatol.
Published online May 3, 2021. doi:10.1016/j.jaad.2021.04.085. 3. Data on
file. Incyte Corporation. 2021.
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Quick TAKES
Dupilumab is the first medication approved for pediatric patients aged 6 months
to 5 years with moderate to severe atopic dermatitis not adequately controlled
with topical prescriptions or for whom those therapies are not advisable.

No new adverse effects were
observed with dupilumab in
this patient population.

Many dermatologists can ensure
access to this treatment for patients
who have failed topical treatment.

FDA Green-Lights Dupilumab for
Youngest Pediatric Patients With AD
LINDA STOCUM | Associate Editor

I

n June 2022, dupilumab (Dupixent;
Sanofi and Regeneron Pharmaceuticals,
Inc) became the first and, at press time,
only FDA-approved biologic medicine for
infants and children aged 6 months to 5 years
with moderate to severe atopic dermatitis (AD)
not adequately controlled
with topical prescriptions or
for whom those therapies are
not advisable. Dupilumab is
now the first and only biologic approved to treat AD
Amy Paller, MD
from infancy to adulthood.1
Amy Paller, MD, shared her perspective with
Dermatology Times® on what dermatologists need
to know about adding this medication to their AD
armamentarium. Paller is chair of the Department
of Dermatology, director of the Skin Biology and
Diseases Resource-Based Center, the Walter J.
Hamlin Professor of Dermatology, and a professor of dermatology and pediatrics (dermatology) at
Northwestern University Feinberg School of Medicine in Chicago, Illinois.

Q: How does this approval of dupilumab

change the pediatric AD treatment space?
PALLER: We have been so fortunate to have a medication that has such a great safety profile and yet
does a wonderful job—just as well as, if not better than, what we’ve seen before with immunosuppressants for children. We can have severe
cases of AD in children. Not only is it wonderful to have that kind of safety, where we don’t
even have to draw labs, but we could be resetting their immune system toward a more normal
life—maybe even preventing the development of
some of the comorbidities associated with AD—
in addition to making their quality of life (QOL)
and their families’ QOL better.

Q: Were any adverse events more prevalent in
this patient population?

PALLER: We certainly didn’t see anything that

we’ve not seen before. There are low rates of
everything. The only adverse events out there
were injection-site reactions, but that wasn’t terribly different. There was a very low risk of injection-site reaction. The greater adverse event was
conjunctivitis, but again, very low risk.

Q: How does the dosing work? Is it the same
loading-dose process as the other pediatric
patients who were already approved to take this?
PALLER: There is no loading dose. It’s a single
injection. Other patients do get a loading dose,
but not so with this age group in the studies. It’s
good to know that’s not needed. Secondly, we
have to teach the parents how to give the injections and do things that are comforting to the
babies. It’s like giving any kind of a vaccine in
the younger children. We try to have them sitting
upright in the parent’s lap in a comfortable, not
restrictive position so that they don’t get scared
and [do something disruptive].
We have tricks that can be used to create
decent tactile stimulation near the area where the
injection is going in. We have a lot of tricks up our
sleeves that we can use in younger children to try
to help them have less pain with this very short
injection.
I can’t wait for the day when the pen form of
dupilumab is available for the younger patients.
Right now it’s only available for 12 years and older.
In the pen form, there is no needle to be seen, it
takes less time, and it’s superior because a lot of
parents know about Epipens already.
Q: And what happens if a patient’s parents want

or need to discontinue treatment for their child?
PALLER: I think this is an interesting age group for
that question. Usually, we’re talking about adolescents who’ve had dupilumab for years, and
oftentimes, it’s probably not going anywhere
fast—especially once we get to about 10 years of
age. With these young children, that’s not necessarily the case.

I have a lot of excitement about the potential
for resetting, with some very aggressive management, those patients who don’t respond to the topical therapies very well. We see the possibility that
when they’re very young, with suppression for a
period of time, maybe they won’t need it for as
long. We don’t know that—[there are] no studies
to that—but we might rethink a little bit this concept of having to do this very long term. That said,
I probably personally would keep a patient on it for
at least several months.
For the older children, we always say at least a
year, maybe even 2, of active treatment. This will
give the family a break, increase QOL, and make
sure to give [children] enough time to really get
away from the AD. It’s a terrible effect on their life
that occurred before starting the dupilumab.
In this case, I would probably say, “We’re
going to have to get some experience.” But like
with older children, after a period of time—and
maybe that’s going to be 6 months rather than a
year or 2—I would start to space out a bit from
every 4 weeks to perhaps every 5 weeks, every
6 weeks, whatever it might be, and just see if
they’re flaring. Obviously if a baby is doing quite
well on the dupilumab but still has disease activity,
you’re not going to do well to stop the medication.
On the other hand, somebody who’s clear or very
close to clear, I think it is a good idea to try to space
out. If things go well, try to stop it and control the
AD with topicals that we couldn’t use before—or
maybe not even need anything at all.

Q: Can dupilumab be used in combination with
other medications?
PALLER: The studies were done with topical steroids in the 6-months-to-5-years group, as well as
in the age group of 6 to 11 years. It’s going to be
an individual patient treatment recommendation.
I know there are going to be many children who
don’t need topicals at all.
You wonder, “Do you want to continue with
the systemic?” I think, in my own experience, that
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if a physician is having to put a medium-strength
or higher topical steroid on someone at least once
a day, and not seeing clearance, think about moving to something that’s relatively safe and can give
the patient better results. There is a significant burden with trying to put on topical steroids, sometimes twice a day, and all the routine that goes with
that. When somebody is putting at least a medium-

strength steroid ointment on daily, we know they’re
getting some absorption, and that hasn’t been well
studied. But I do worry about that.
I really think carefully about that and using
shared decision-making with the family to decide
whether it’s worth trying another medication, even
if there can be at least partial control with a medium
strength or more potent topical steroid.

Stay relevant,
stay ahead with

Q: Are there any concerns about insurance cost

or availability?
PALLER: Access is the biggest issue we have.
These are expensive medications, and we as caregivers have to keep that in mind—not just for
the individual patient, but for society as a whole.
We can’t put everybody with AD on a medication that costs several thousand dollars every
year. That said, we don’t want to withhold that
from someone who really could have a much
better life using the medication. So that’s part of
being a physician. We have to make these kinds
of decisions.
Fortunately, in patients who are deserving
based on the severity of [the] disease, when [they
have] tried other medications and particularly topicals, we’ve been largely able to get it for [them]. Of
course, it has to be on label, and we do have to try
the whole series of topicals—even if we think from
the start that it may not work. In this particular age
group, I have been very gratified by the large number of patients who come in with severe AD, particularly in the first year or 2 of life, whom I can
manage beautifully with topical steroids and often
really dialed down their need after hitting them
hard with fairly aggressive management and getting that under control.

Q: Is there anything else that you’d like to add?
PALLER:I think that the important point is that

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

parents are very worried about the children.
Can you imagine dealing with AD-related sleep
issues? Patients scratching all the time can create
infections on the skin. It can really disturb their
ability to develop socialization skills, their ability
to sleep, [and] their mental health. There’s much
more anxiety and depression, even at young ages
It’s gratifying to have something that is safe and
doesn’t even require lab testing that we can introduce, when it’s appropriate. Making the decision
about when it’s appropriate is a tough one because
nobody wants to give a child, especially in this age
group, shots. That causes pain for anyone. We
don’t have any way to totally eliminate that pain,
even if we put on a topical anesthetic.
So I think we have to be grateful because the
injection is only every 4 weeks and recognize that
it’s critically important, regardless of potential discomfort from the injection, to utilize a relatively
safe medicine and improve somebody’s life.
Paller is an employee of Northwestern University and has been a consultant with
honorarium for Regeneron Pharmaceuticals, Inc and Sanofi and an investigator for
Regeneron Pharmaceuticals, Inc.
For full list of reference go to dermatologytime.com
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Quick TAKES
Polyaphron dispersion technology can be combined
with psoriasis creams to treat plaque psoriasis.

Tapinarof cream 1% can also be used for
the treatment of plaque psoriasis in adults.

Topical roflumilast cream for the treatment of plaque psoriasis in adults and
adolescents was assigned an FDA target action date of July 29, 2022.

2022 Fall Clinical Dermatology Conference for PAs & NPs

Innovation in
Psoriasis Therapies
LINDA STOCUM | Associate Editor

A

pril Armstrong, MD, MPH, explored
polyaphron dispersion (PAD) technology and other new therapies for
psoriasis at the 2022 Fall Clinical
Dermatology Conference for PAs & NPs.1
Armstrong, a professor of dermatology and
associate dean of clinical research at Keck School
of Medicine at the University of Southern California in Los Angeles, first dived into how PAD
technology—which may improve penetration of
cream products to boost their efficacy—is helping
to drive combination treatments in psoriasis.
PAD technology, she said, helps solve the
pH incompatibility issue of calcipotriene (CAL)
and betamethasone dipropionate (BDP)—with
BDP requiring a pH of 4 to 6 and CAL a pH of
8 or more to be effective—by producing separate but stable droplets of each.2 She explained
that because the droplets require low levels of surfactant, there is less potential for irritation.3
PAD technology combined with 0.005% CAL
and 0.064% BDP cream (Wynzora; MC2 Therapeutics), which was FDA approved in July 2020 to
treat patients with plaque psoriasis, demonstrated
efficacy in a recent study.4 When this 0.005% CAL
and 0.064% BDP cream was compared with a
CAL/BDP gel that didn’t utilize PAD technology
in a phase 3 trial at 8 weeks, data showed patients
receiving the cream achieved greater Physician
Global Assessment (PGA) success than those
treated with the gel—43.2% vs 31.9%, respectively.
This 0.005% CAL and 0.064% BDP cream
was also studied for scalp psoriasis. In a pooled
analysis of 2 phase 3 multicenter, randomized,
investigator-blind, active, vehicle-controlled trials
(NCT03308799 and NCT03802344) comparing the cream to a vehicle in a total of 1271 patients
with mild to moderate plaque psoriasis, investigators found that 50.8% of those who received the
cream vs 9.3 % of patients in the vehicle group
achieved PGA success, respectively, at 8 weeks.5
This success was further demonstrated in the
Psoriasis Area Severity Index (PASI) 75 score

(which indicates a 75% or greater improvement
in PASI from baseline) and the Dermatology
Life Quality Index (DQLI) score, with 42.3% of
patients achieving PASI 75 and 45.9% achieving
DQLI of 0 or 1 (no effect at all on the patient’s life)
in the CAL-BDP cream group (P = .0008 and P =
.0016, respectively).5

“Polyaphron dispersion

technology helps solve
the pH incompatibility
issue of calcipotriene and
betamethasone dipropionate
by producing separate but
stable droplets of each.”

Armstrong also discussed tapinarof cream
1%, (Vtama; Dermavant Sciences, Inc), which
was approved by the FDA in May 2022 to treat
adult patients with plaque psoriasis.6 This aryl
hydrocarbon receptor agonist is the first steroid-free topical to be FDA approved in this class
of treatments. Armstrong discussed results from
the phase 3 PSOARING 1 (NCT03956355),
PSOARING 2 (NCT03983980), and PSOARING 3 (NCT04053387) clinical trials for the
cream, all of which found the treatment to be safe
and effective in patients with psoriasis.7,8
In PSOARING 1 and PSOARING 2, the primary end point was PGA response of clear (0) or
almost clear (1) at week 12 and a 2 or greater grade
improvement in PGA score from baseline to week
12. In these trials, 35.4% and 40.2% of patients on
tapinarof cream 1% met treatment success at week
12 in trial 1 and 2, respectively.7 In addition, 36.1%
of patients in trial 1 and 47.6% in trial 2 treated

with tapinarof cream 1% achieved PASI 75.7 In
PSOARING 3, the median duration of remittive
effect of tapinarof cream 1% was 115 days.8
On the horizon, Armstrong noted, is topical
roflumilast foam (ARQ-154; Arcutis Biotherapeutics, Inc) for the treatment of plaque psoriasis in adults and adolescents. This selective and
highly potent PDE4 inhibitor was formulated for
use on all areas of the body. The FDA assigned the
application a Prescription Drug User Fee Act target action date of July 29, 2022.9
Disclosures
Armstrong is a research investigator and/or scientific adviser to AbbVie, Almirall,
Arcutis Biotherapeutics Inc, ASLAN Pharmaceuticals, Beiersdorf, Boehringer Ingelheim, Bristol Myers Squibb, Janssen Pharmaceuticals, Eli Lilly and Company, Nimbus Therapeutics LLC, Novartis, Ortho Dermatologics, Sun Pharma, Dermavant
Sciences Inc, Dermira Inc, Sanofi, Regeneron Pharmaceuticals Inc, and Modernizing Medicine.
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Quick TAKES
Dermatologists can expect most of their patients
with psoriasis to have mild to moderate disease,
making long-term topical treatment likely the best
option for controlling this chronic skin condition.

Ensuring patient adherence to topical
treatment regimens can be challenging due to
issues specific to this class of treatments, from
“messiness” to being time-consuming to use.

Limiting polypharmacy, focusing on educating
patients, and considering such factors as safety,
tolerability, feasibility, and access can help create
better-tailored treatment regimens.

2022 Fall Clinical Dermatology Conference for PAs & NPs

Navigate the Challenges
of Topical Treatments
RAJ CHOVATIYA, MD, PHD | Staff Correspondent

T

opical medications are the backbone
of treatment for chronic inflammatory skin disease. For all kinds of
skin conditions, dermatologists must
rely on an extensive array of creams, ointments,
lotions, suspensions, foams, and solutions—often
in combination—to provide both acute relief and
chronic control to their patients. Many factors go
into determining the prescription of choice and
the outcome of topical therapy.1
Health care professionals (HCPs) need to consider diagnosis, severity, and overall goals of treatment when selecting a regimen for their patient.
Outcomes can vary widely based on patient understanding of several factors, including the following:
\ diagnosis and plan;
\ perception of efficacy and safety; and
\ treatment feasibility and tolerability.
Thus, although the approach to topical therapy may seem like a straightforward process, the
treatment journey can be complex and variable.
Despite the efforts of many dermatologists,
suboptimal topical treatment outcomes are still
too common. Although the blame is usually
placed on inefficacious medications, ill-advised
treatment plans, and refractory skin phenotypes,
adherence is a key part of the treatment journey
that is overlooked.
Many times, it can be assumed that adherence
is 100% in every clinical encounter when, in fact,
it’s estimated to be no more than 50% in individuals with chronic disease.2 Nonadherence results in
inefficient care, worse prognosis, greater hospitalizations, and increased direct and indirect costs.3
When assessing treatment response, adherence is
a key, unaccounted confounder.
Topical medications present a particularly
unique burden for dermatology patients. Topicals
can be cumbersome, difficult to use, poorly tolerated, messy, and time-consuming. In a seminal
study of topical treatment adherence among clinical trial patients with psoriasis, overall adherence

decreased to nearly 50% by the end of an 8-week
treatment period, with small upticks in medication
use observed around trial visit dates.4
Psoriasis is a skin condition that can be used
to better understand adherence to topical therapy
because it is a chronic condition requiring chronic
therapy. Most patients with psoriasis have mild to
moderate disease for which topical therapy is typically the best option, and plenty of topical treatment options are often used in a stepwise and additive fashion.
Studies have shown topical medication adherence is associated with better treatment outcomes.5
However, nonadherent and adherent patients alike
strongly believe that topical psoriasis treatments
interfere in daily activities and are time-consuming, not effective, and associated with adverse
effects.6 These issues can be especially pronounced with ointment-based treatments, which
are often taught in the earliest stages of clinical
training to offer the best results—despite a lack of
high-quality evidence for superiority vs other formulations.6 Unsurprisingly, intentional nonadherence to treatment has been estimated to be as low
as 40%.6-8
In the case of psoriasis and other chronic skin
diseases, clinical failure may have much more to
do with a variety of other treatment-intrinsic and
-extrinsic factors affecting adherence rather than
the active drug molecule itself.
What can be done to address topical
adherence?
1. Look beyond “treatment failure.” Seriously
think about each step of the treatment journey
as it relates to adherence.
2. Learn about real (not perceived) differences
in topical therapies. These differences can be
more than mechanism of action and can include
vehicle, so physicians should study the data.
3. Find the right topical regimen for the patient
because it can affect the patient-provider relationship. That balance includes efficacy, safety,

tolerability, feasibility, and access.
4. Limit prescription complexity (numbers,
types, etc). Polypharmacy can create more problems than it solves.
5. Think about the little things: Simplify the
message, empower with education, be flexible with treatment plans, clarify instructions as
many times as needed, and just listen.
6. Encourage patients to ask questions and be
honest about preferences that may have led to
adherence issues in the past.
Patients will get better only if they are willing
to use a therapy. Start small, think big, and focus
on adherence when it comes to topical medication
use in dermatology.
Raj Chovatiya is assistant professor of dermatology at the Northwestern University Feinberg
School of Medicine in Chicago, Illinois.
Disclosures
Chovatiya has been an adviser, consultant, and/or speaker for AbbVie, Incyte,
Regeneron Pharmaceuticals Inc, and Sanofi Genzyme.
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Quick TAKES
Literature published since the early 2000s showed Mohs
as the most common surgical treatment for in situ as well
as invasive nail squamous cell carcinoma.

Use of x-ray and possibly MRI to evaluate
bony involvement can help determine
the optimal surgical approach.

Studies show a 17% recurrence rate
for in situ disease treated with Mohs
vs 67% for local surgical excision.

Mohs Has Potential as First-line
Treatment for Select Nail SCC
BRANDON MAY | Staff Correspondent

A

shift from amputation to other surgical
approaches to treat nail squamous cell
carcinoma (nSCC) has occurred, with
Mohs micrographic surgery (MMS)
increasingly chosen as a first-line treatment for
select nSCC cases, according to a recent systematic review of literature.1 This research highlighted published trends in nSCC treatment strategies over time and described recurrence rates for
different nSCC tactics.
Led by Anne Ning, MD, a clinical instructor
of internal medicine at the University of Cincinnati
College of Medicine in Ohio, the authors pointed
out that currently nSCC has no established standard of care or a treatment algorithm. For this reason, Ning and colleagues conducted a systematic
literature review to assess trends in nSCC management as well as current treatment options and
reported outcomes for invasive and in situ nSCC.
They considered a total of 15 articles (11 retrospective cohort studies and 4 case series) in the review.
The primary outcomes of interest were local recurrence and persistent disease.
The investigators defined local recurrence as
disease that appears “within the area of the original tumor, when possible,” according to the criteria developed by Justin J. Leitenberger, MD. He
is associate professor, Mohs Surgery & Dermatologic Oncology, Department of Dermatology and
Surgery at Oregon Health & Science University in
Portland. Recurrence was otherwise defined by the
authors of each of the reviewed research articles.
The authors defined persistent disease as reports
of positive margins following treatment.
The review included a total of 404 patients
with 418 nSCCs, with most tumors reported on
the fingernails of patients (88%). Approximately
44% of patients received MMS, 20% received
wide surgical excision (WSE), and 15% underwent amputation.
The first article in the review to suggest MMS
as a first-line approach to nSCC was published in
2001. Articles in the 1990s frequently reported

amputation (43%) and MMS (42%) as common
treatments for nSCC.1
Articles published since the early 2000s have
increasingly reported on the use of MMS for
nSCC, with MMS use at 42% in articles published
in the 1990s vs 52% in articles published in the
2010s. Use of WSE has also fluctuated, ranging
from 2% in the 1990s to 47% in the 2000s, with a
shift downward since 2010 to 19%.1
Seven articles on 65 in situ and 91 invasive
nSCCs included in the review discussed the degree
of invasion. Although the small sample sizes prevented comparison of noninvasive and invasive disease based on the type of treatment chosen, Ning et
al noted no significant difference in overall recurrence based on degree of invasion. The most common treatments for in situ nSCC were MMS (37%)
and local surgical excision (LSE) (22%), whereas
the most common treatments for invasive disease
were MMS (22%) and WSE (20%).1
Regarding the 65 in situ nSSCs, the overall
recurrence rate was 26%. The local recurrence
rate was 17% for the 24 in situ nSCCs treated with
MMS, with a mean time of 47 months to second
presentation of disease. In contrast, the local recurrence rate was 67% for the in situ nSCCs treated
with LSE.1
Among the 91 cases of invasive nSCCs, there
were 13 recurrences, with a local recurrence rate of
14%. The local recurrence rate for the 20 invasive
nSSCs treated with MMS was 5% at 13 months.
In 10 patients with invasive nSCCs treated with
LSE, the local recurrence rate was 50% in an average period of 14 months.1
Approximately 28% of cases had bone invasion, all of which were managed by either MMS or
amputation. The local recurrence rates for MMS
and amputation in cases with bone invasion were
22% and 0%, respectively.1
EXPERT PERSPECTIVES

Jeffrey F. Scott, MD, director of the Cutaneous
Surgery and Oncology Unit and assistant profes-

sor of dermatology at Johns Hopkins University
School of Medicine in Baltimore, Maryland, said
that MMS is an important approach to nSCC.
“If the squamous cell can be treated with MMS
and cleared, we know the recurrence rates are
quite low,” said Scott, who was not involved in the
research. “The patients save themselves an amputation, and they’ve got that functional digit remaining.” He added that from a patient’s perspective,
the goal “is to try to avoid amputation at all costs if
possible, and MMS is the best chance to do that.”
Although questions remain, Richard L. Torbeck III, MD, assistant professor of dermatology
in the Kimberly and Eric J. Waldman Department
of Dermatology at Icahn School of Medicine at
Mount Sinai and director of skin cancer surgery at
Blavatnik Family Chelsea Medical Center in New
York, New York, noted that the findings reported
by Ning and colleagues hold potential implications
for clinical practice. Torbeck, who was also not
involved in the research, told Dermatology Times®
that he tends to recommend imaging with x-ray and
possibly MRI to evaluate bony involvement to further guide treatment decisions and whether to proceed to MMS, amputation, or modified WSE.
“However, an unmet need is the characterization of bony invasion or degree that necessitates
amputation, MMS with margin control, and then
possible superficial bony procedures or adjuvant
radiation,” Torbeck explained, adding that MMS
has been shown to be superior to WSE and amputation in terms of cost-effectiveness.
Scott noted that more research is needed to
determine whether outcomes significantly differ
between patients with bony disease who receive
up-front MMS versus those who receive up-front
amputation. Regardless, Scott concluded that,
“MMS should be the standard of care for these
tumors with or without bony disease,” followed
by amputation or “some other bone resection–type
procedure” in patients who are ultimately identified as having bony disease.
For full disclosures and references see dermatologytimes.com.
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Quick TAKES
Many surveyed patients admit
they rarely use sunscreen.

Physicians should talk to their patients about the importance
of sunscreen, as well as the risks associated with melanomas.

Frequent conversations between dermatologists and patients
can create positive behaviors related to sunscreen use.

American College of Mohs Surgery Annual Meeting

Sunscreen Education
Is Needed for All Ages
Study findings show an increasing number of visits to a dermatologist or
dermatologic surgeon is associated with higher use of skin protectant.
COLLEEN HALL | Vice President of Content

I

t is no secret the pivotal role that dermatologists play in educating their patients
on preventing skin cancer, but data presented at the American College of Mohs
Surgery 2022 Annual Meeting in Philadelphia, Pennsylvania, serve as a good reminder
that this education is important in all patients,
regardless of age or gender.1
Researchers from the University of Mississippi Medical Center reported on the awareness
and attitudes about sunscreen in 311 patients,
most of whom were male and had an average age
of 64, who had been diagnosed with keratinocyte carcinoma.
Approximately two-fifths of the surveyed
patients noted that they “never or rarely”

apply sunscreen when in the sun for more than
15 minutes.
“Bivariate analysis showed a statistically significant negative correlation between age and
sunscreen use ([Pearson] r = –0.174; P = .002),”
the researchers noted, with women being more
likely than men to use sunscreen.
A recently published study in Frontiers in
Public Health noted some important counseling
techniques for clinicians to consider for patients
who may be reluctant to use sunscreen or have
a different perspective on sun exposure—urging patience during counseling and pointing
out that individuals in various professions may
have different attitudes about sunscreen. For
instance, lifeguards who enjoy being outside

APPROXIMATELY

40%

PERCENTAGE OF THE SURVEYED
PATIENTS WHO SAID THEY “NEVER
OR RARELY” APPLY SUNSCREEN
WHEN IN THE SUN FOR MORE
THAN 15 MINUTES.1

may not be as concerned about the dangers of
sun exposure than an individual in another profession. The study authors also encouraged physicians to counsel patients about what sunscreen
protection actually is, noting that patients may
not be aware of the risk of melanoma on skin
normally covered by clothing or hair.2
The good news, from both that study and
the data at the conference, is that dermatologists
can make a difference.
“Increasing numbers of visits with a dermatologist or dermatologic surgeon was associated with higher use of sunscreen ([Pearson] r
= 0.146; P = .011),” the University of Mississippi
researchers noted in their abstract. “After controlling for relevant covariates, results of regression analysis showed that sunscreen knowledge (β = .925; P < .001) and positive attitudes
[toward] sunscreen (β = .418; P < .001) were statistically significant predictors of sunscreen use
and accounted for 20% of the variance in this
health behavior.”
References
1. Pearlman R, Black W, Davis RE, et al. Sunscreen awareness, attitudes, and practices in patients with a history of keratinocyte carcinoma: a single-institution survey study. Abstract presented at: American College of Mohs Surgery 2022 Annual
Meeting; May 12-15, 2022; Philadelphia, PA.
2. Keurentjes AJ, Kezic S, Rustemeyer T, Hulshof CTJ, van der Molen HF. Stimulating sunscreen use among outdoor construction workers: a pilot study. Front Public
Health. 2022;10:857553. doi:10.3389/fpubh.2022.857553
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In a study of patients with acne, almost 40% of
treatment non-adherence was due to side effects

1

Strategic use of OTC skincare, including gentle cleansers and
moisturizers, can promote adherence by improving tolerability2,3
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Age Is Not Significant
Predictor of Postsurgical
BCC Outcomes
A new study sheds light on which factors might better guide
treatment decisions for older patients with basal cell carcinoma.
BRANDON MAY | Staff Correspondent

D

ependency on others, polypharmacy,
and comorbidities are associated
with higher treatment burden and
mortality following surgery for basal
cell carcinoma (BCC) in older patients, but age
alone does not appear to predict these posttreatment outcomes and should not be used solely to
guide BCC-related treatment decisions, according to an analysis of the multicenter BATOA
cohort study.1
There has been an increasing interest in recent
years regarding the consideration of patient-related factors that may improve personalized management and treatment outcomes in older patients
with BCC, the authors wrote in their Journal of
the American Academy of Dermatology paper.1
Lead study author Marieke E. C. van Winden,
MD, MSc, a dermatology resident at Radboud
University Medical Center in Nijmegen, Netherlands, told Dermatology Times® that many dermatologists remain challenged in their ability to
weigh patient-related factors as they relate to treatment decision-making in current clinical practice.
“Furthermore, there are no specific guidelines to aid BCC management decisions regarding these patient-related factors,” van Winden told
Dermatology Times®. “It is, therefore, highly necessary to develop more specific recommendations
regarding frailty-related aspects, as discussed in
our research.”
To identify predictors of treatment burden,
outcomes, and overall survival (OS) in older
patients surgically treated for BCC, van Winden et
al analyzed data from the prospective, multicenter
BATOA study, which enrolled patients 70 years

and older who had received treatment for BCC of
the head and neck.
In the analysis on treatment burden, the investigators evaluated changes on the visual analog
scale (VAS; 0-10 cm) at 2 to 4 months after surgery. Lower scores on the VAS corresponded to
a higher treatment burden. A secondary outcome
of the analysis included OS.

“Age itself is probably one of

the least helpful factors in the
discussion of the best treatment
options for a particular patient.”
Jessica A. Savas, MD, Winston-Salem, North Carolina

The cohort included 539 patients (median
age, 78 years) from the BATOA study, including
296 who received treatment with Mohs micrographic surgery and 243 who received treatment
with conventional surgical excision. The median
VAS score was 8.6, suggesting a low treatment
burden in this population.
Significant predictors of higher treatment burden included instrumental activities of daily living (iADL) dependency (P < .001), female sex
(P = .002), presence of complications (P = .018),
tumor diameter (P = .024), and polypharmacy
(P = .042). These factors, according to the
researchers, are frequently associated with and
reflect high levels of frailty.

Corresponding study author Satish Lubeek,
MD, PhD, a dermatologist in the Department
of Dermatology at Radboud University Medical
Center, explained that because BCCs are slowgrowing tumors that are frequently asymptomatic, active BCC treatment may be too burdensome for some frail and older adults with limited
life expectancy, as these patients will not live long
enough to develop symptoms from their disease.
“In these cases, watchful waiting or active surveillance might be a more suitable approach,” he said.
More “robust” older patients in the study experienced a low treatment burden, and these patients
had a higher OS compared with the general population, van Winden explained. “For robust older
patients without a limited life expectancy, early
BCC treatment will often be beneficial, especially
in symptomatic and/or high-risk lesions,” she said.
Approximately 6.5% (n = 35) of patients died
during follow-up, but none of these deaths were
due to BCC. The predictors of all-cause mortality in this cohort included increasing Charlson
Comorbidity Index score (P < .001) and iADL
dependency (P = .003). “These findings further
emphasize our advice to include frailty screening in daily dermatology care,” van Winden said.
“If needed, a geriatrician or home care physician
could be consulted to weigh the advantages and
disadvantages of certain therapies.”
Given that iADL and dependency are related
to frailty, the researchers added that although
“frailty screening could aid in estimating patients’
life expectancy in a more holistic approach” to
care, current experience with such screening in
daily dermatology care is limited.1
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Quick TAKES
Chronological age is not a significant factor in treatment burden and mortality for older patients after
surgery for basal cell carcinoma (BCC).
Patient-specific factors such as dependency on
others, complications, polypharmacy, and tumor
diameter were predictors of higher treatment burden, but no patients in the study died from BCC.
Authors suggest approaching treatment recommendations based on patient “frailty screening”
but note that dermatologists have limited experience with this type of evaluation.

The study demonstrated that chronological
age was not a significant predictor for any of the
evaluated outcomes. “Age should, therefore, not
be a sole reason to base BCC management decisions,” Lubeek noted. “More importantly, frailty-related patient characteristics should be considered, as these were significantly associated with a
higher treatment burden and higher non–BCC-related mortality.”
Predictors of complications following surgery
included tumor diameter and wound closure technique. A multivariable analysis found no difference between Mohs micrographic surgery and
conventional surgical excision in terms of the rates
of complications (P =.80).
Although the observational nature of the study
may have resulted in selection bias, the investigators noted that the study’s findings likely “repre-

sent daily clinical care adequately.”1
In addition to the study limitations, Lubeek
noted that limited data are available to guide clinicians on watchful waiting and active surveillance
in cases of untreated BCCs. “Further studies on
watchful waiting/active surveillance are needed to
provide further guidance, in addition to studies on
life expectancy prediction tools for BCC patients,”
he said. “Hopefully these studies will guide clinicians in identifying those patients for whom BCC
treatment is needed and those patients for whom
it is better to refrain from treatment.”
Jessica A. Savas, MD, an assistant professor of dermatology at Atrium Health Wake Forest Baptist in Winston-Salem, North Carolina,
explained that all treatment approaches for BCC
consider patient-related factors to guide treatment
decisions regardless of age. “While most of our
skin cancer patient population falls into an ‘older’
demographic based on chronological age, age itself
is probably one of the least helpful factors in the
discussion of the best treatment options for a particular patient,” explained Savas, who was not
involved in the study.
Savas noted that when integration of these factors into treatment decisions does not occur, it is
usually at the request of the patient or patient’s
family. “If the patient is unwilling to go through

a surgical procedure for whatever reason but they
are otherwise a fine surgical candidate, then we
of course discuss treatment alternatives that may
offer a lower cure rate and/or an inferior cosmetic
result,” she said.
She added that overall health status, including
functional and nutritional status, and “the degree
of social support available to the patient are paramount when considering all treatment options for
BCC, especially in older patients.”
“Maintaining quality of life and the ability to
live independently become very important in this
phase of life, and fortunately BCC is a relatively
slow-growing tumor with low metastatic potential,” Savas said. “This allows for conversations
about more conservative management of BCCs
that are asymptomatic and not imminently a threat
to function in those who wish to avoid surgery.”
Disclosures
Lubeek has been a consultant and/or paid speaker for Leo Pharma and Sanofi
Genzyme. All financial compensations were paid to the independent research
fund of the Department of Dermatology of the Radboud University Medical Center. Savas did not disclosure any relevant financial disclosures. Van Winden has no
conflicts of interest to declare.
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“

These patients not only have patchy hair loss but can also lose their
eyebrows and eyelashes, and when this happens, they cannot recognize
themselves in the mirror. This can be deeply traumatic fopatients, and they
deserve a safe and effective treatment for their disease.”
Brett King, MD, New Haven, Connecticut

80%

OF HAIR REGROWTH POSSIBLE FOR 1 IN 5 PATIENTS TAKING A 2-MG
DAILY DOSE OF BARICITINIB AND FOR 1 IN 3 TAKING 4 MG DAILY.

 Alopecia Approved Drug FROM THE COVER
“Access to safe and effective treatment options is crucial for the significant
number of Americans affected by severe alopecia,” said Kendall Marcus, MD,
director of the Division of Dermatology and Dentistry in the FDA’s Center
for Drug Evaluation and Research, Washington, DC, in the FDA announcement. “This approval will help fulfill a significant unmet need for patients
with severe alopecia areata.”
AA, which affects approximately 6.8 million people in the United States,2
is a common autoimmune disorder with a still-unknown etiology typically
resulting in unpredictable patchy hair loss on the body. The clinical presentations for AA can vary from 1 to multiple well-defined patches to more diffuse
or total hair loss on the scalp (alopecia totalis) or hair loss on the entire body
(alopecia universalis).
This can result in significant anxiety and depression and can have a devastatingly negative psychosocial impact, particularly when symptoms are
severe—further impacting a patient’s quality of life.3
“Unfortunately, AA is sometimes wrongfully characterized as a cosmetic
disease,” said Lotus Mallbris, MD, PhD, vice president of global immunology
development and medical affairs at Eli Lilly and Company in Chicago, Illinois.
“These patients not only have patchy hair loss but can also lose their eyebrows and eyelashes, and when this happens, they cannot recognize themselves in the mirror anymore. This can be deeply traumatic for patients, and
they deserve a safe and effective treatment for their disease. Baricitinib is a
huge therapeutic breakthrough for this patient population.”
The data behind the historic FDA approval for severe AA comes from 2
trials4 , BRAVE-AA1 (NCT03570749)5 and BRAVE-AA2 (NCT03899259)6,
which were randomized, double-blind, placebo-controlled studies including
patients presenting with at least 50% scalp hair loss as measured by the Severity of Alopecia Tool for more than 6 months.

Study participants were placed into 1 of 3 arms and received placebo,
2 mg of baricitinib, or 4 mg of baricitinib every day. The primary end point
of the trials was the proportion of patients who achieved at least 80% scalp
hair coverage at week 36.
Results from BRAVE-AA1 showed that 22% of the 184 patients who
received 2 mg of baricitinib and 35% of the 281 patients who received 4 mg
of baricitinib achieved adequate scalp hair coverage compared with 5% of
the 189 patients who received a placebo. In BRAVE-AA2, 17% of the 156
patients who received 2 mg of baricitinib and 32% of the 234 patients who
received 4 mg of baricitinib achieved adequate scalp hair coverage vs 3% of the
156 patients who received a placebo.
“We can freely say that 1 in 5 adults with a 2-mg daily dose of baricitinib
can achieve 80% of regrowth of hair coverage,” Mallbris said. “Similarly, 1 in
3 adults can achieve 80% coverage with a 4-mg daily dose of baricitinib. This
is the first time that patients with severe AA will get an FDA-approved oral
systemic agent demonstrating excellent efficacy in the treatment and management of their disease.”
Clinicians can titer up or down based on the patient’s hair loss severity
and individual needs. Once an adequate response is achieved, the daily dose
can be reduced to 2 mg, giving clinicians and their patients flexibility in disease management.
AA is mediated by cytokines interferon-γ and IL-15, which signal through
the JAK-STAT pathway. Baricitinib, a JAK inhibitor, modulates the activity
of these 2 cytokines, leading to hair regrowth in AA.4
“The approval of baricitinib for severe AA means that patients with this awful
disease may now finally get treatment,” said Brett King, MD, PhD, associate professor of dermatology at Yale School of Medicine in New Haven, Connecticut.
“There has been nothing for these patients that has adequately addressed their
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severe AA symptoms, and baricitinib looks to be a game changer in the treatment and management of patients suffering from this psychologically devastating disease.”
Different treatment options, both local
and systemic, have been used for patients with
TAKES
severe AA, but none have been proven effective
Baricitinib is the first FDAlong term. According to King, the JAK inhibapproved oral systemic
itor tofacitinib (Xeljanz; Pfizer Inc) used off
therapy for patients with
label has shown some efficacy in severe cases,
severe alopecia areata.
but the dawn of baricitinib heralds a new era
Physicians have the
in the treatment and management of patients
flexibility to titer up and
down based on disease
with severe AA.
severity and individual
Common adverse events (AEs) associated
patient needs.
with baricitinib, as with other small molecule
The FDA granted the
inhibitors, include upper respiratory tract
noval medication priority
infections, headache, acne, hyperlipidemia,
review and breakthrough
increased creatine phosphokinase levels, uritherapy designations
for the alopecia areata
nary tract infection, liver enzyme elevations,
indication.
folliculitis, fatigue, lower respiratory tract
infections, nausea, genital yeast infections,
anemia, neutropenia, abdominal pain, herpes zoster, and weight increase.
The AEs that occurred in the 2 BRAVE clinical trials were all mild and
manageable, and according to King, many of these AEs and others that
may occur with JAK inhibitors are similar to those seen with other systemic
immunomodulatory or immunosuppressive therapies.
Baricitinib comes with a boxed warning for serious infections, mortality, malignancy, major adverse cardiovascular events, and thrombosis1 but
still received priority review and breakthrough therapy designations for this
indication. Speaking to the boxed warning, King said he has prescribed JAK
inhibitors off label—mostly tofacitinib—to hundreds of his adult and adolescent patients over the past 8 years, primarily for AA but also for atopic

Quick

dermatitis and other skin diseases.
“I have always spent a lot of time explaining to patients/families the safety
data and evolving safety data so that they are able to make an informed decision,” King said. “Although some ask for details, others just want my impression of the potential risks involved. After meticulous review and [being]
equipped with information...to weigh potential risks against potential benefits, patients make their informed choice. It is a true shared treatment and
management decision-making process.”
Because hair regrowth in patients with severe AA can take time, King
suggested adding oral minoxidil to the baricitinib treatment regimen to help
increase both the speed of hair regrowth and the number of patients who
respond to treatment.
“This is a very exciting time for AA patients, and there is nothing like
growing hair for somebody with severe AA,” King said. “It is truly life changing for patients and incredibly rewarding to make happen.”
Disclosures
King has received honoraria and/or consulting fees from Aclaris Therapeutics Inc, Almirall, Arena Pharmaceuticals, Bristol Myers Squibb, Concert Pharmaceuticals Inc, Dermavant Sciences, Eli Lilly and Company, Pfizer Inc, TWi Biotechnology
Inc, and Viela Bio Inc. He has been a clinical trial investigator for Arena Pharmaceuticals, Concert Pharmaceuticals Inc, Eli
Lilly and Company, National Institutes of Health, and Pfizer Inc. He is on speaker bureaus for Pfizer Inc, Regeneron, and Sanofi
Genzyme.
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For adults with uncontrolled moderate-to-severe atopic dermatitis1

When topical Rx therapies only go so far

Not an actual
patient. Individual
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The first and only biologic to specifically target and neutralize IL-131

INDICATION

ADBRY™ (tralokinumab-ldrm) is indicated for the treatment of moderate-to-severe atopic dermatitis in
adult patients whose disease is not adequately controlled with topical prescription therapies or when those
therapies are not advisable. ADBRY can be used with or without topical corticosteroids.

IMPORTANT SAFETY INFORMATION

CONTRAINDICATION
• ADBRY is contraindicated in patients who have known hypersensitivity to tralokinumab-ldrm or any excipients in ADBRY.
WARNINGS AND PRECAUTIONS
• Hypersensitivity: Hypersensitivity reactions, including anaphylaxis and angioedema have occurred after administration
of ADBRY. If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately and initiate appropriate therapy.
• Conjunctivitis and Keratitis: Conjunctivitis and keratitis occurred more frequently in atopic dermatitis subjects who received
ADBRY. Conjunctivitis was the most frequently reported eye disorder. Advise patients to report new onset or worsening eye
symptoms to their healthcare provider.
• Parasitic (Helminth) Infections: Treat patients with pre-existing helminth infections before initiating treatment with ADBRY.
If patients become infected while receiving ADBRY and do not respond to antihelminth treatment, discontinue treatment with
ADBRY until the infection resolves.
• Risk of Infection with Live Vaccines: ADBRY may alter a patient’s immunity and increase the risk of infection following
administration of live vaccines. Prior to initiating therapy with ADBRY, complete all age appropriate vaccinations according
to current immunization guidelines. Avoid use of live vaccines in patients treated with ADBRY. Limited data are available
regarding coadministration of ADBRY with non-live vaccines.
ADVERSE REACTIONS
• The most common adverse reactions (incidence ≥1%) are upper respiratory infections, conjunctivitis,
injection site reactions, and eosinophilia.
Please see additional Important Safety Information and Brief Summary of Prescribing Information on following pages.
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Adbry—for lasting control and itch relief1
PATIENTS EXPERIENCED LASTING IMPROVEMENT FOR UP TO 52 WEEKS WITH ADBRY 1-4
Visible Skin Clearance and Itch
Relief With Adbry at Week 16
No. of patients randomized and dosed (FAS)*

ADBRY MONOTHERAPY

ECZTRA 1

COMBINATION THERAPY

ECZTRA 2

ECZTRA 3

Adbry 300 mg Q2W

placebo

Adbry 300 mg Q2W

placebo

Adbry 300 mg Q2W+TCS

placebo+TCS

601

197

577

193

243

123

IGA†‡§

16% vs 7% (P=0.002)

21% vs 9% (P=0.001)

38% vs 27% (P=0.033)

EASI-75‡§

25% vs 13% (P=0.001)

33% vs 10% (P=0.001)

56% vs 37% (P=0.001)

No. of patients with baseline Worst Daily
Pruritus NRS (weekly average) score ≥4
Worst Daily Pruritus NRS
(≥4 point reduction)‡§

594

194

20% vs 10% (P=0.002)

*Full Analysis Set (FAS) includes all subjects randomized and dosed.
†
Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”).

‡
§

563

193

240

25% vs 9% (P=0.001)

123

46% vs 35% (P=0.039)

Subjects who received rescue treatment or with missing data at 16 weeks were considered as nonresponders.
Percentage of patients who achieved response.

EASI=Eczema Area and Severity Index; IGA=Investigator’s Global Assessment; NRS=Numeric Rating Scale; TCS=topical corticosteroids.

NEARLY 9 OUT OF 10 RESPONDERS AT WEEK 16 EXPERIENCED LASTING DISEASE CONTROL
AT WEEK 32 WITH ADBRY 300 MG Q2W+TCS AS NEEDED1*‡
ECZTRA 3

Week 16

Adbry Q2W+TCS as needed

Percentage of patients who maintained response at Week 32

92%

EASI-75
(60/65)

89%

IGA 0/1
(40/45)

Week 32

• ECZTRA 1: IGA 0/1 and EASI-75 response was maintained by 51% (20/39) and 60% (28/47) of patients on Adbry Q2W,
respectively; 47% (9/19) and 33% (10/30) of patients on placebo maintained response
• ECZTRA 2: IGA 0/1 and EASI-75 response was maintained by 60% (32/53) and 57% (43/76) of patients on Adbry Q2W,
respectively; 23% (6/26) and 20% (8/40) of patients on placebo maintained response
*Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1
or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W with TCS or Adbry Q4W with TCS for another 16 weeks.
†
Responders were defined as subjects with an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 at Week 16. At Week 16, responders (defined as subjects with an IGA 0 or 1
or EASI-75 at Week 16) were rerandomized to Adbry 300 mg Q2W, Adbry Q4W, or placebo Q2W for another 36 weeks.
‡
Subjects who received rescue treatment or with missing data were considered as nonresponders.

Study designs1,2,4
The efficacy and safety of Adbry were assessed in 3 randomized, double-blind, placebo-controlled trials with a total of 1934 patients 18 years of age
and older, with moderate-to-severe atopic dermatitis not adequately controlled by topical medications. In ECZTRA 1, 2, and 3, subjects received
subcutaneous injections of Adbry 600 mg or placebo on Day 0, followed by Adbry 300 mg or placebo Q2W for 16 weeks. In ECZTRA 3, patients received
concomitant TCS as needed (mometasone furoate 0.1% cream was dispensed at each dosing visit). ECZTRA 1, 2, and 3 assessed the primary endpoints
of the proportion of subjects with an IGA 0 or 1 at Week 16 and the proportion of subjects with EASI-75 at Week 16. Secondary endpoints included
the reduction of Worst Daily Pruritus NRS (weekly average) of at least 4 points on the 11-point itch NRS from baseline to Week 16.
At Week 16, patients with an IGA 0/1 or EASI-75 response were re-randomized to Adbry Q2W, Q4W, or placebo for
another 36 weeks (ECZTRA 1, 2) and Q2W or Q4W for another 16 weeks (ECZTRA 3).

IMPORTANT SAFETY INFORMATION (cont’d)

USE IN SPECIFIC POPULATIONS
• Pregnancy: There are limited data from the use of ADBRY in pregnant women to inform a
drug-associated risk of adverse developmental outcomes. Human IgG antibodies are known
to cross the placental barrier; therefore, ADBRY may be transmitted from the mother to the
developing fetus.
• Lactation: There are no data on the presence of tralokinumab-ldrm in human milk, the
effects on the breastfed infant, or the effects on milk production. Maternal IgG is present
in breast milk. The effects of local gastrointestinal exposure and limited systemic
exposure to ADBRY on the breastfed infant are unknown.
• Pediatric Use: The safety and effectiveness of ADBRY have not been established in
pediatric patients.

The only biologic to
exclusively target IL-13
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More than half of responders at Week 16 maintained response at Week 52 with
Adbry Q2W monotherapy, without any TCS use1†‡:

T:21"
S:19"

When topical Rx therapies only go so far

Start with Adbry and see progress continue1

1

Adbry is the first and only biologic to specifically target and neutralize IL-131

Adbry demonstrated significant skin clearance, improvements in lesion extent and severity,
and itch relief at Week 16, and was studied for long-term control at Weeks 32 and 521-4
Demonstrated long-term safety through 52 weeks1

•Most common adverse reactions (AR) (incidence ≥1%) for Adbry vs placebo (ECZTRA 1 and ECZTRA 2
pooled) and Adbry + TCS vs placebo + TCS (ECZTRA 3), respectively, at Week 16 are upper respiratory
tract infections (23.8% vs 20.4%, 30% vs 15.4%) , conjunctivitis (7.5% vs 3.1%, 13.6% vs 4.9%),
injection site reactions (7.4% vs 4.1%, 11.1% vs 0.8%), and eosinophilia (1.4% vs 0.5%, 1.2% vs 0%)
•The safety profile of Adbry during maintenance treatment was consistent with that in the initial
16-week treatment period. In addition, the frequency of adverse reactions with Adbry Q2W
and Q4W in ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and 26% with
Adbry + TCS Q2W and Q4W in ECZTRA 3, respectively

The flexibility to treat with Q2W or Q4W dosing1
•An initial dose of 600 mg (four 150 mg injections), followed by 300 mg (two 150 mg injections)
•Maintenance dose of 300 mg (2 prefilled syringes) Q2W
– Q2W or Q4W dosing may be considered in patients <100 kg (220 lb)
who achieve “clear” or “almost clear” skin after 16 weeks of treatment

Adbry has no boxed warning, and no requirement for initial lab testing or ongoing
lab monitoring in the Prescribing Information.
Adbry is a targeted biologic therapy and is not an immunosuppressant or a steroid1

IMPORTANT SAFETY INFORMATION (cont’d)
You are encouraged to report side effects of prescription drugs to the FDA.
Visit www.fda.gov/medwatch or call 1-800-FDA-1088.

Not an actual patient.
Individual results may vary.

You may also report side effects to LEO Pharma Inc. at 1-877-494-4536, option 1,
or email to usdrugsafety@leo-pharma.com
Please see Brief Summary of Prescribing Information on next page.

FIND OUT MORE ABOUT ADBRY: Visit AdbryHCP.com
References: 1. ADBRY (tralokinumab-ldrm) [package insert]. Madison, NJ; LEO Pharma, Inc; Revised January 2022. 2. Wollenberg A, Blauvelt A, Guttman-Yassky
E, et al; ECZTRA 1 and ECZTRA 2 study investigators. Tralokinumab for moderate-to-severe atopic dermatitis: results from two 52-week, randomized, double-blind,
multicentre, placebo-controlled phase III trials (ECZTRA 1 and ECZTRA 2). Br J Dermatol. 2021;184(3):437-449. doi.10.1111/bjd.19574. 3. Data on file.
LEO Pharma A/S. 2021. 4. Silverberg JI, Toth D, Bieber T, et al; ECZTRA 3 study investigators. Tralokinumab plus topical corticosteroids for the treatment of
moderate-to-severe atopic dermatitis: results from the double-blind, randomized, multicentre, placebo-controlled phase III ECZTRA 3 trial. Br J Dermatol.
2021;184(3):450-463. doi:10.1111/bjd.19573.

The LEO Pharma logo is a registered trademark of LEO Pharma A/S.
Adbry™ is a trademark of LEO Pharma A/S.
© 2022 LEO Pharma Inc. All rights reserved. MAT-56103 May 2022

The only biologic to
exclusively target IL-13
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ADBRY™ (tralokinumab-ldrm) injection, for subcutaneous use
Initial U.S. Approval 2021
Brief Summary of Prescribing Information

Injection site reactions cluster includes pain, erythema, and swelling.
Conjunctivitis cluster includes conjunctivitis and allergic conjunctivitis.
Eosinophilia cluster includes eosinophilia and eosinophil count increased.

e
f

g

This Brief Summary does not include all the information needed
to use ADBRY safely and effectively. Please see Full Prescribing
Information.
Rx Only
INDICATIONS AND USAGE
ADBRY is indicated for the treatment of moderate-to-severe atopic dermatitis
in adult patients whose disease is not adequately controlled with topical
prescription therapies or when those therapies are not advisable. ADBRY
can be used with or without topical corticosteroids.
CONTRAINDICATIONS
ADBRY is contraindicated in patients who have known hypersensitivity to
tralokinumab-ldrm or any excipients in ADBRY.
WARNINGS AND PRECAUTIONS
Hypersensitivity
Hypersensitivity reactions including anaphylaxis and angioedema, have been
reported with use of ADBRY.

In the monotherapy trials (ECZTRA 1 and ECZTRA 2) through Week 16, the
proportion of subjects who discontinued treatment due to adverse reactions
was 0.7% in the ADBRY 300 mg every other week group and 0% of the
placebo group. In the concomitant TCS trial (ECZTRA 3) through Week 16,
the proportion of subjects who discontinued treatment due to adverse
reactions was 0.8% in the ADBRY 300 mg every other week + TCS group
and 0% of the placebo + TCS group. The most common adverse reactions
leading to discontinuation in the ADBRY group compared to the placebo
group were injection site reaction (0.3% v. 0) and eosinophilia (0.3% v. 0)
in ECZTRA 1 and ECZTRA 2; and injection site reaction (0.4% v. 0) and
conjunctivitis (0.4% v. 0) in ECZTRA 3.
Safety Weeks 16-52 (ECZTRA 1 and ECZTRA 2) and Weeks 16-32
(ECZTRA 3): The safety profile of ADBRY 300 mg every other week with
or without TCS during maintenance treatment was consistent with that in
the initial 16-week treatment period. In addition, the frequency of adverse
reactions with ADBRY 300 mg every other week and every 4 weeks in
ECZTRA 1 and ECZTRA 2 was 44% and 34%, respectively, and 43% and
26% with ADBRY 300 mg + TCS every other week and every 4 weeks in
ECZTRA 3, respectively.

If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately
and initiate appropriate therapy.

Specific Adverse Reactions
Conjunctivitis and Keratitis
Conjunctivitis, including allergic conjunctivitis, was reported in 7.5% of
Conjunctivitis and Keratitis
subjects treated with ADBRY 300 mg every other week (29 events per
Conjunctivitis and keratitis occurred more frequently in atopic dermatitis
subjects who received ADBRY. Conjunctivitis was the most frequently reported 100 subject-years of exposure) and in 3.1% of subjects treated with placebo
(12 events per 100 subject-years of exposure) in the initial treatment period
eye disorder. Most subjects with conjunctivitis or keratitis recovered or were
of up to 16 weeks in the pool of 5 trials. In the ADBRY group, 126 subjects
recovering during the treatment period.
reported 145 events of conjunctivitis, with 114 events resolved at the end of
Advise patients to report new onset or worsening eye symptoms to their
initial treatment period. Conjunctivitis led to discontinuation of treatment in
healthcare provider.
2 subjects.
Parasitic (Helminth) Infections
Patients with known helminth infections were excluded from participation in
clinical studies. It is unknown if ADBRY will influence the immune response
against helminth infections by inhibiting IL-13 signaling.
Treat patients with pre-existing helminth infections before initiating treatment
with ADBRY. If patients become infected while receiving ADBRY and do not
respond to antihelminth treatment, discontinue treatment with ADBRY until
the infection resolves.
Risk of Infection with Live Vaccines
ADBRY may alter a patient’s immunity and increase the risk of infection
following administration of live vaccines. Prior to initiating therapy with
ADBRY, complete all age appropriate vaccinations according to current
immunization guidelines. Avoid use of live vaccines in patients treated with
ADBRY. Limited data are available regarding coadministration of ADBRY with
non-live vaccines.

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.
The safety of ADBRY was evaluated in a pool of 5 randomized, double-blind,
placebo-controlled trials in subjects with moderate-to-severe atopic
dermatitis including three phase 3 Eczema Tralokinumab trials (ECZTRA 1,
ECZTRA 2, and ECZTRA 3), a dose-finding trial, and a vaccine response trial.
The safety population had a mean age of 37 years; 43% of subjects were
female, 67% were White, 21% were Asian, and 9% were Black. In terms of
co-morbid conditions, 39% of the subjects had asthma, 49% had hay fever,
36% had food allergy, and 21% had allergic conjunctivitis at baseline.

Keratitis (including keratoconjunctivitis) was reported in 0.5% of subjects
treated with ADBRY and 0% treated with placebo during the initial
treatment period of up to 16 weeks in the pool of 5 trials. Keratitis
(including 1 ulcerative keratitis) was reported in 0.2% of subjects treated
with ADBRY (0.9 events per 100 subject-years of exposure) and 0.2% of
subjects treated with placebo (0.6 events per 100 subject-years of exposure).
Keratoconjunctivitis (including 1 atopic keratoconjunctivitis) was reported in
0.3% of subjects treated with ADBRY (1.2 events per 100 subject-years of
exposure), and in no subjects treated with placebo. In the ADBRY group,
9 subjects reported 10 events of keratitis or keratoconjunctivitis, with
5 events resolved during the trial following the initial treatment period.
None of the events were serious or led to treatment discontinuation.
During the maintenance treatment period of the monotherapy trials
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks in the ADBRY 300 mg every
other week group, keratitis was reported in 1 (0.6%) subject (ulcerative,
severe, resolved after discontinuation) at an exposure-adjusted event rate of
1.2 per 100 subject-years, and keratoconjunctivitis (not serious or severe,
resolved, not led to discontinuation) was reported in 3 (1.9%) subjects
(3.6 events per 100 subject-years of exposure). No events of keratitis or
keratoconjunctivitis was reported in ADBRY every 4 weeks or placebo
groups, compared to keratitis event rate of 2 per 100 subject-years for
ADBRY 300 mg every other week in the initial treatment period.
In the continuation treatment period of ECZTRA 3 (from 16 to 32 weeks),
there were no additional events of keratitis reported for subjects randomized
to ADBRY 300 mg + TCS.

In these 5 atopic dermatitis trials, 1964 subjects were treated with
subcutaneous injections of ADBRY, with or without concomitant topical
corticosteroids (TCS). A total of 807 subjects were treated with ADBRY
for at least 1 year.
ECZTRA 1 and ECZTRA 2 compared the safety of ADBRY monotherapy to
placebo through Week 52. ECZTRA 3 compared the safety of ADBRY + TCS
to placebo + TCS through Week 32.
Weeks 0 to 16 (ECZTRA 1, ECZTRA 2, and ECZTRA 3):
Table 1 summarizes the adverse reactions identified in the pool of 3 trials
(ECZTRA 1, ECZTRA 2, and ECZTRA 3) and that occurred at a rate of at least
1% in the ADBRY 300 mg every other week monotherapy group, and in
the ADBRY 300 mg every other week + TCS study, all at a higher rate than
placebo during the first 16 weeks of treatment.

Eosinophil Counts
ADBRY-treated subjects had a greater mean initial increase from baseline
in eosinophil count compared to subjects treated with placebo. The mean
and median increases in blood eosinophils from baseline to Week 4 were
190 and 100 cells/mcL, respectively. The increase in the ADBRY-treated
subjects declined to baseline level with continued treatment. Eosinophilia
(> 5000 cells/mcL) in the initial treatment period of up to 16 weeks
was reported in 1.2% in the ADBRY-treated subjects and 0.3% in the
placebo-treated subjects. The safety profile for subjects with eosinophilia
was comparable to the safety profile for all subjects included in the pool
of 5 atopic dermatitis trials.

Table 1: Adverse Reactions Occurring in ≥1% of the ADBRY
Monotherapy Group or the ADBRY + TCS Group in the Atopic
Dermatitis Trials through Week 16
Adverse
Reaction

Upper
respiratory
tract
infectionsd
Conjunctivitisf
Injection site
reactionse
Eosinophiliag

ADBRY Monotherapya

Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity
with ADBRY. The detection of antibody formation is highly dependent on the
sensitivity and specificity of the assay. Additionally, the observed incidence
b
ADBRY + TCS
of antibody (including neutralizing antibody) positivity in an assay may be
ADBRY 300 mg PLACEBO influenced by several factors, including assay methodology, sample handling,
timing of sample collection, concomitant medications, and underlying disease.
Q2Wc + TCS
+ TCS
For these reasons, comparison of the incidence of antibodies in the studies
N=243
N=123 described below with the incidence of antibodies in other studies or to other
n (%)
n (%)
tralokinumab products may be misleading.

ADBRY 300 mg
Q2Wc

PLACEBO

N=1180
n (%)

N=388
n (%)

281(23.8)

79 (20.4)

73 (30.0)

19 (15.4)

88 (7.5)

12 (3.1)

33 (13.6)

6 (4.9)

87 (7.4)

16 (4.1)

27 (11.1)

1 (0.8)

17 (1.4)

2 (0.5)

3 (1.2)

0

Pooled analysis of ECZTRA 1 and ECZTRA 2.
b
Analysis of ECZTRA 3 where subjects were on background TCS therapy.
c
ADBRY 600 mg at Week 0, followed by 300 mg every other week.
d
Upper respiratory tract infections cluster includes upper respiratory tract infection, viral
upper respiratory tract infection, pharyngitis, and nasopharyngitis; mainly reported as
common cold.
a

In ECZTRA 1, ECZTRA 2, and ECZTRA 3, and the vaccine-response trial, the
incidence of Anti-Drug-Antibodies (ADA) during the initial 16-week treatment
period was 1.4% for subjects treated with ADBRY 300 mg every other week
and in 1.3% for subjects treated with placebo; neutralizing antibodies were
seen in 0.1% of subjects treated with ADBRY and 0.2% of subjects treated
with placebo.
Across all trial periods, the ADA incidence for subjects who received
ADBRY was 4.6%; 0.9% had persistent ADA and 1.0% had
neutralizing antibodies.
No clinically meaningful differences in the pharmacokinetics, safety, or
efficacy of tralokinumab-ldrm were observed in patients who tested positive
for anti-tralokinumab-ldrm antibody (including neutralizing antibodies).

In an enhanced pre- and post-natal developmental study, no adverse
developmental effects were observed in offspring born to pregnant monkeys
after intravenous administration of tralokinumab-ldrm during organogenesis
through parturition at doses up to 10 times the maximum recommended
human dose (MRHD).
The background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth
defect, loss or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
Data
Animal Data
In a pre- and post-natal development study, intravenous doses up to
100 mg/kg tralokinumab-ldrm were administered to pregnant cynomolgus
monkeys once every week from gestation day 20 to parturition. No maternal
or developmental toxicity was observed at doses up to 100 mg/kg/week
(10 times the MRHD on a mg/kg basis of 10 mg/kg/week).
In an enhanced pre- and post-natal development study, intravenous doses
up to 100 mg/kg tralokinumab-ldrm (10 times the MRHD on a mg/kg basis
of 10 mg/kg/week) were administered to pregnant cynomolgus monkeys
once every week from the beginning of organogenesis to parturition. No
treatment-related adverse effects on embryofetal toxicity or malformations,
or on morphological, functional, or immunological development were
observed in the infants from birth through 6 months of age.
Lactation
Risk Summary
There are no data on the presence of tralokinumab-ldrm in human milk,
the effects on the breastfed infant, or the effects on milk production.
Maternal IgG is present in breast milk. The effects of local gastrointestinal
exposure and limited systemic exposure to ADBRY on the breastfed infant are
unknown. The development and health benefits of breastfeeding should be
considered along with the mother’s clinical need for ADBRY and any potential
adverse effects on the breastfed child from ADBRY or from the underlying
maternal condition.
Pediatric Use
The safety and effectiveness of ADBRY have not been established in
pediatric patients.
Geriatric Use
Of the 1605 subjects exposed to ADBRY in 5 atopic dermatitis trials in
the initial treatment period of up to 16 weeks, 77 subjects were 65 years
or older. Clinical studies did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from
younger subjects.
OVERDOSAGE
There is no specific treatment for ADBRY overdose. In the event
of overdosage, contact Poison Control (1-800-222-1222) for latest
recommendations and monitor the patient for any signs or symptoms
of adverse reactions and institute appropriate symptomatic
treatment immediately.
PATIENT COUNSELING INFORMATION
Advise the patients to read the FDA-approved patient labeling (Patient
Information and Instructions for Use).
Administration Instructions
Instruct patients or caregivers:
• to perform the first self-injection under the supervision and guidance
of a qualified healthcare provider for proper training in subcutaneous
injection technique
• to inject the full dose of ADBRY
• to follow sharps disposal recommendations [see Instructions for Use]
Hypersensitivity
Advise patients to discontinue ADBRY and to seek immediate
medical attention if they experience any symptoms of systemic
hypersensitivity reactions.
Conjunctivitis and Keratitis
Advise patients to consult their healthcare provider if new onset or worsening
eye symptoms develop.
Risk of Infection with Live Vaccines
Advise patients that ADBRY may increase the risk of infection following
administration of live vaccines and that vaccination with live vaccines
is not recommended during ADBRY treatment. Instruct patients to
inform the healthcare provider that they are taking ADBRY prior to a
potential vaccination.

Manufactured by:
LEO Pharma A/S, Industriparken 55, Ballerup, Denmark DK-2750
Distributed by:
LEO Pharma Inc. Madison, NJ 07940, USA
The LEO Pharma logo is a registered trademark of LEO Pharma A/S.
Adbry™ is a trademark of LEO Pharma A/S.
U.S. License No. 2169.
© 2021 LEO Pharma Inc. All rights reserved. | MAT-45002 Dec 2021
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ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail elsewhere
in the labeling:
• Hypersensitivity
• Conjunctivitis and Keratitis

During the maintenance treatment period of the monotherapy trials
(ECZTRA 1 and ECZTRA 2) from 16 to 52 weeks, conjunctivitis was reported
in 8.9% of subjects treated with ADBRY 300 mg every other week (20 events
per 100 subject-years of exposure) and in 6.3% of subjects treated with
ADBRY 300 mg every 4 weeks (14 events per 100 subject-years of exposure)
compared to 7.7% of subjects treated with ADBRY 300 mg every other week
in the initial treatment period (30 events per 100 subject-years of exposure).
Conjunctivitis (including no serious events, 1 severe event, and 1 event that
led to discontinuation) was reported in 24 subjects in the combined (every
other week and every 4 weeks) ADBRY groups. A similar pattern was seen
during the continuation treatment period of an additional 16 weeks in the
ADBRY combination ECZTRA 3.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
There are limited data from the use of ADBRY in pregnant women to inform
a drug-associated risk of adverse developmental outcomes. Human IgG
antibodies are known to cross the placental barrier; therefore, ADBRY may
be transmitted from the mother to the developing fetus.
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Quick TAKES
Despite their popularity, skin whiteners
can be more harmful than helpful.

Current and cultural views of skin whiteners
are rooted in history and tradition.

Socially aware conversations need to include the risks associated with
unregulated skin whiteners and the historical desire to use them.

New Wave Dermatology Conference

Having Socially
Sensitive Discussions
on Skin Lighteners
COLLEEN HALL | Vice President of Content

S

kin whiteners fetch billions of dollars
a year globally, with 1 survey from the
World Health Organization showing that as many as 50% of women in
the Philippines report using them. It is important, however, to counsel patients about the fact
that these products are largely unregulated and
could harm the skin.
Theodore Rosen, MD, a professor of dermatology at Baylor College of Medicine and chief
of dermatology service at Michael E. DeBakey
Veterans Affairs Medical Center in Houston,
Texas, discussed skin whiteners at the 2022
New Wave Dermatology Conference in Coral
Gables, Florida.1
Rosen noted that because skin whiteners
are often sold over the counter in beauty shops,

patients may not discuss use with their physicians because they don’t view the products as
potentially dangerous. It’s for this reason that
Rosen encourages clinicians to have socially sensitive discussions with patients about their use.
“Socially sensitive interventions are needed,”
he said. “You can say, ‘I’d like to understand why
you are doing this, and while you are telling me,
I need to warn you that these things may be dangerous, they may not do what you want them to
do, and, in fact, they may do the exact opposite
and could harm your liver or your kidneys.’”
Rosen noted that cultural views on lightening
the skin are rooted in history. Skin lightening is
an ancient tradition that persists today.
“In ancient times, to look fair meant you
didn’t have to work outside, so efforts to lighten
the skin became quite
common,” he said,
noting that ancient
In ancient times, to look fair meant you didn’t have
Egyptians used chalk
to work outside, so efforts to lighten the skin became
dust to lighten the
skin, and in ancient
quite common.”
Japan, rice powder
was used.
Colonial rule by
nat ions compr ising ma in ly l ighter-skinned populations like England,
France, Germany,
and Spain also perpetuated the belief
that power is associated with lighter skin.
Adding to this histori-

“

cal pressure, Rosen pointed to a plethora of marketing campaigns—particularly in Asia, where
whitener use is very common—that connect
lighter skin with beauty.
In the present day, “colorism” or “shadeism”
remains common, with several studies suggesting differences in how individuals were educated, earned money, or even judged in courts
based solely on the shade of their skin. One published study in Psychological Science concluded,
“The more stereotypically Black a defendant is
perceived to be, the more likely the person is to
be sentenced to death.”2
All this historical and marketing pressure has
led to billions of dollars being spent on various
topical, oral, and intravenous agents that are variably effective. Rosen noted that some of these
products like retinoids and vitamin C are not particularly well suited for this use and that others
like hydroquinone, mercury, and glutathione are
more effective but can have serious and significant cutaneous and systemic adverse effects.
“For many products offered to whiten skin, it
is difficult to determine nation of origin or complete contents, making risk assessment nearly
impossible,” Rosen said. When asked about these
products by his patients, he typically responds,
“You’re beautiful as you are,” because offering any recommendations on use can be seen as
endorsing their use, which, he said, he does not.
References
1. Rosen T. What you need to know about skin lightening. Presented at: 2022 New
Wave Dermatology Conference; April 28-May 1, 2022; Coral Gables, FL.
2. Eberhardt JL, Davies PG, Purdie-Vaughns VJ, Johnson SL. Looking deathworthy: perceived stereotypicality of Black defendants predicts capital-sentencing outcomes. Psychol Sci. 2006;17(5):383-386. doi:10.1111/j.1467-9280.2006.01716.x
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Quick TAKES
Pain management results in
measurably better patient outcomes.

Distractions such as conversation and games are highly effective in procedures
for which anesthetics are usually avoided but that may cause discomfort.

Clinical experience is
still ahead of research.

2022 American Academy of Dermatology Annual Meeting

Master Pain-Free
Dermatology
Learn to discern the best pain-mitigation strategies for each patient,
based on research and personal experience.
MARY SCOVIAK | Managing Editor

D

ermatologists should amass an array of nondrug options for patients who need
help managing pain, according to Peter A. Lio, MD, FAAD, clinical assistant
professor of dermatology and pediatrics at Northwestern University Feinberg
School of Medicine in Chicago, Illinois. In a presentation at the 2022 American Academy of Dermatology Annual Meeting, held March 25 to 29 in Boston, Massachusetts, and a follow-up interview with Dermatology Times®, Lio detailed behavioral,
environmental, and medical best practices for minimizing discomfort in both children
and adults undergoing dermatologic procedures.1
“There are really 3 parts to pain-free dermatology: managing the pain and nociception—
the physiological process behind the sensation—and the patient’s attention,” Lio told Dermatology Times®.
He added that incorporating these techniques can improve outcomes: “It turns out that
you can actually measure higher rates of therapeutic success and procedural success.”
Whether a dermatology practice’s patients tend to be children or adults, the takeaways
are similar: Adding in a wide range of techniques to make patients more comfortable requires
what Lio calls a tiny investment of time and equipment that most practices can incorporate
right away. Here are his key points:
Dermatologists need to be sensitive to
when patients cannot manage their anxiety. “Sometimes the best call in the moment
is to cancel and reschedule the procedure.
Especially for children, sometimes you feel
like you will do more harm than good to try
to push past a point where they are really
scared,” Lio explained. If a patient is anxious but not overwhelmed, he advises leaving the room and letting the patient relax,
play a game, watch a movie, or have a light
snack before trying again. Other options:
talk therapy and—if the patient is open to
these—hypnosislike calming suggestions
and breathing exercises. “I think hypnosis
is much more effective than we give it credit
for, as seen in a landmark study,” Lio told
Dermatology Times®, explaining the results
of a 2012 study.2

Distraction can be enough. For procedures such as drawing blood and
freezing warts, in which anesthetics typically are not used, Lio recommended letting patients play an engaging game. “For other patients, sometimes just talk therapy can be enough
to keep their mind away from the procedure, and injecting some humor can
also help people relax—it really is surprisingly effective,” he said.
There is no one-size-fits-all answer.
Lio said he takes a smorgasbord
approach to pain mitigation, offering
a wide variety of options to each practice and patient he visits: “We often
have to try everything or offer a bunch
of things and go with the flow.”

Pain-free dermatology is not an issue only in pediatrics. “The
presentation was sort of envisioned with kids in mind, but as
soon as I started writing, I realized this is for all patients,” he
said. “I do have some adults who are really frightened, and
it is so nice to work with them, too, and help them out. But I
think every dermatologist can benefit from thinking about
this, no matter how tough patients seem to be.”

“Clinically, we often mix and match and get an

anecdotal sense of what works, but studies on
combination therapies are lacking
in the literature.”
Peter A. Lio, MD, FAAD, Chicago, Illinois

Research lags clinical experience. “We use cold therapy,
vibrational therapy, and many other modalities,” Lio told
Dermatology Times®. “Clinically, we often mix and match
and get an anecdotal sense of what works, but studies on
combination therapies are lacking in the literature. I think
there are likely synergies in combining modalities that we
have not figured out because we have not studied them. Ideally, we would have research showing the best approaches
for a certain age of patient, a certain body part, or a certain
procedure, but the data are not there yet.”
Meanwhile, Lio said, research into pain management
continues to evolve: “Every year, the literature brings new
ideas and findings.”
Disclosures
Lio reported no relevant disclosures.
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Atopic
Dermatitis
Dermatology Times® Readout 360 is a video program hosted
by a Key Opinion Leader who adds commentary and insight
around a designated study within their specialty.
Presenting our latest series: Examinations of Dupilumab
Efficacy Across Various Patient Types and Anatomic Areas
in the Management of Atopic Dermatitis!
Optimize your practice by tuning into this noteworthy
discussion with Andrew Blauvelt, MD, MBA, and Benjamin
Lockshin, MD, FAAD, as they review current studies focused
on atopic dermatitis. Gain valuable insight on essential
points and clinical implications of the LIBERTY AD OLE
and the LIBERTY AD CHRONOS studies, focusing on
the latest phase 2 trial data for dupilumab.
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you’re done reading your print issue.
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Quick TAKES
Studies show no increased risk of venous thromboembolism in patients with chronic dermatologic
skin diseases compared with healthy controls.

New JAK inhibitors could be implemented without concern of inherent increased risk of venous
thromboembolism in this patient population.

Venous thromboebolism is a potential risk for
patients with some types of overlapping cutaneous or inflammatory conditions.

Inflammatory Skin Disease
Does Not Raise VTE Risk
Study data have implications for determining treatment
options in patients with a wide range of skin and hair disorders.
ILYA PETROU, MD | Staff Correspondent

P

atients with chronic inflammatory skin
diseases including psoriasis, atopic dermatitis (AD), alopecia areata (AA), vitiligo, and hidradenitis suppurativa (HS)
do not have an increased risk of venous thromboembolism (VTE) compared with healthy individuals without these diseases, new study findings show. This information can help physicians who are assessing potential treatment in
their patients with systemic immunomodulatory agents, such as corticosteroids and Janus
kinase (JAK) inhibitors, agents known to modulate VTE risk.
However, VTE is a common and potentially serious risk that clinicians must be aware
of in patients with chronic inflammatory diseases such as rheumatoid arthritis (RA) and
inflammatory bowel disease (IBD), who have
an increased inherent risk for developing VTE.
Data on the risk of VTE in these patients are
mixed, and establishing a robust estimate of the
background VTE risk in this patient population
is critical to the treatment plans with new system immunomodulatory medications such as
the JAK inhibitors.
“For a long time, it has been thought that
patients with RA and IBD have a higher inflammatory burden than patients with chronic inflammatory skin diseases. As such, patients with dermatologic conditions may not have the same baseline increased risk and therefore may not have the
same increased risk for VTE compared [with]
these patients who have this higher inflammatory burden from their IBD and RA disease,”
said Maria C. Schneeweiss, MD, lead author of
the study. Schneeweiss is an instructor in medicine in the Department of Dermatology and in
the Department of Medicine, Division of Pharmacoepidemiology and Pharmacoeconomics at

Brigham and Women’s Hospital, Harvard Medical School in Boston, Massachusetts.
A study assessed the risk of VTE in patients
with and without chronic inflammatory skin diseases, evaluating patients from a US health care
database (the deidentified Optum Clinformatics
Data Mart) from 2004 to 2019. A total of 158,123
patients with dermatologist-recorded psoriasis (n
= 96,138), AD (n = 30,418), AA (n = 17,889), vitiligo (n = 7735), or HS (n = 5934) and 9 patients
with 2 of these conditions were compared with a
healthy control cohort of 1,570,387 patients without a chronic inflammatory skin disease. The incidence rate (per 1000 person-years) of outpatient or
inpatient VTE for AD, HS, psoriasis, AA, and vitiligo was 1.83, 1.65, 1.57, 0.94, and 0.93, respectively; the rate was 1.53 in chronic inflammatory
skin disease overall compared with 1.76 in patients
without a chronic inflammatory skin disease.

“For a long time, it has been

thought that patients with RA and
IBD have a higher inflammatory
burden than patients with chronic
inflammatory skin diseases.”
Maria C. Schneeweiss, MD, Boston, Massachusetts

The need to establish a robust background
knowledge on VTE risk has become crucial, Schneeweiss said. More new systemic immunomodulatory agents for dermatologic conditions will
likely be marketed in the near future.
Knowing the background risk and rate of VTE
in the specific dermatologic conditions being

looked at can indicate early on whether a VTE signal is seen among patients who are using these new
systemic immunomodulatory drugs such as JAK
inhibitors. According to Schneeweiss, this allows
clinicians to contextualize and discern whether
the VTE is due to the medication or the inherent increased risk attributable to the skin disease.
“In RA, we know that studies have been done
showing that [patients with] RA have a baseline
increased risk of VTE. We did not find that in the
dermatologic conditions studied and that will help
us to contextualize if we see a signal with the JAK
inhibitors, which may prove important to optimal
treatment planning,” Schneeweiss said.
Many patients may also have overlapping
dermatologic conditions or some other chronic
inflammatory diseases, such as IBD and psoriasis.
Although a risk inherent to the chronic inflammatory skin diseases studied was not seen, VTE
remains an important potential adverse event to be
monitored going forward. Many different factors
must be considered when determining the ideal
therapy, and according to Schneeweiss, the calculation must be particular to the individual patient.
“When looking at potential systemic immunomodulatory therapies going forward, including the
JAK inhibitors, I think the treatment and management will be very specific to the patient and it will
be a discussion between the patient and the provider putting into context other risks that we know
may raise the risk of VTE. However, when factoring the chronic inflammatory skin conditions into
that equation, the risk for VTE does not appear to
be high,” Schneeweiss said.
Reference
Schneeweiss MC, Kim SC, Wyss R, Jin Y, et al. Incidence of venous thromboembolism in patients with dermatologist-diagnosed chronic inflammatory skin diseases.
JAMA Dermatol. 2021;157(7):805-816. doi:10.1001/jamadermatol.2021.1570
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PRACTICE FOR SALE

YOU MAKE THE
DECISIONS

WE DO THE
LEGWORK
When you sell your practice to
Integrated Dermatology, you become
a partner, not an employee.You will
maintain control over how, when,
and with whom you practice.
We take care of the back-oﬃce, so
you can focus on your patients.

VISIT US AT BOOTH 234
DURING THE AAD INNOVATION
ACADEMY IN VANCOUVER
Call 561-464-5472 or visit
theIDadvantage.com

Patient Focused. Doctor Driven.

FINANCIAL SERVICES

Did Your Business Receive PPP? Either way, You Still Qualify for ERC!

What is ERC?

Bottom Line Savings helps business owners receive money back from the Employee Retention Credit (ERC) federal grant.
This ERC program diﬀers greatly from the Paycheck Protection Program (PPP) and is much easier to apply for. Bottom Line will
submit and collect a few important documents making this program turnkey for our owners.
★★★★★★★★★★★★★★★★★★
You don’t ned a sales reduction to qualify for ERC. Operational impacts to your business will qualify you as well.
★★★★★★★★★★★★★★★★★★

Your business could be getting up to $8,000-$26,000 per employee in
Employee Retention Credits (ERC) even if you received PPP loans.
Our experts at Bottom Line will help you maximize your refund!
As a valued partner, Bottom Line will:
• Identify how you qualify for the ERC Program • Outline your speciic ERC calculations to maximize the credit
• Help you claim the credit • Ensure proper payroll tracking and documention

Apply today and an ERC Specialist
will contact you directly.

Please visit www.tryerc.com
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Reach practicing
dermatologists.

MISSOULA, MONTANA

PRACTICE SALES
& APPRAISAL
Expert Services for:
Buying or Selling a Practice
Practice Appraisal
Practice Financing
Partner Buy-in or Buy-out

Contact me to place
your ad.

Call for a Free Consultation

(800) 416-2055
www.TransitionConsultants.com

Reach your
target audience.
Our audience.
Contact me today
to place your ad.

Joanna Shippoli
(440) 891-2615
jshippoli@mjhlifesciences.com

Solo Dermatology practice and
Medical Office Condo for sale in
the “Last Best Place.” Complete
independence in determining
your practice life. Fly fishing,
hiking, hunting, skiing minutes
from your office suite. Owner
works 25 hours per week. 20+
year est. practice; 1,675 sq. ft.
with mountain views.

JOANNA SHIPPOLI
ADVERTISING
(440) 891-2615
jshippoli@mmhgroup.com

Contact: clk4911@hotmail.com
or 406-599-5601
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PENNSYLVANIA

The Department of Dermatology at Penn State Health Milton S. Hershey Medical
Center is seeking a full-time Dermatologist to join our practice in State College, PA.
Position Highlights:

Community:

• Appointment will be at the Assistant or Associate
Professor level
• Join a growing and busy academic practice
• Large primary care referral base
• Highly collaborative culture
• Faculty rank commensurate with experience
• Competitive salary and generous benefits

Position Requirements:

• M.D., M.D./Ph.D. or equivalent degree
• BE/BC Dermatology
• A strong commitment to patient care and education.
Research interests not required

FOR MORE INFORMATION PLEASE CONTACT:
Jeffrey J. Miller, MD, MBA
Professor and Chair, Department of Dermatology
Penn State Health Milton S. Hershey Medical Center
c/o Nabat Henderson | Physician Recruiter
nhenderson1@pennstatehealth.psu.edu

• State College, PA is home to Pennsylvania State University &
University Park, which is the largest campus in the Penn State
system.
• State College is more than just a quintessential college town.
It is vibrant with exciting nightlife, great shopping, many
options for arts & culture, and a diverse array of restaurants.
• State College Area School District ranks in the top 100 school
districts in the State of Pennsylvania.
• Nestled at the base of Mount Nittany, State College is a
unique and wonderful combination of small town charm and
college town action that makes it no surprise that this area of
central Pennsylvania is known as “Happy Valley.”

Penn State Health:

• Penn State Health is multi-hospital health system serving
patients and communities across central Pennsylvania.
• More than 1,300 physicians and direct care providers at 78
medical office locations.

Penn State Health is committed to affirmative action, equal opportunity and the diversity of its
workforce. Equal Opportunity Employer – Minorities/Women/Protected Veterans/Disabled.

Penn State Holy Spirit Medical Group is seeking
Dermatologists with clinical expertise in general
dermatology to join our growing community
practice at our Camp Hill office.
What we’re seeking:
• Medical degree - MD, DO, or foreign equivalent
• Completion of an accredited residency program
• Excellent patient care abilities and interest in teaching
As a member of The Department of Dermatology
you will be associated with:
• An outstanding program with a national reputation
• A highly collaborative culture
• Cutting-edge basic and clinical dermatology research
and top-notch facilities at both the Hershey and the
University Park campuses
• Interaction with dynamic clinicians across all
dermatology-related departments and participation in
innovative educational approaches

About Penn State Health:
Penn State Health is a multi-hospital health system serving patients
and communities across 29 counties in central Pennsylvania. It employs
more than 14,000 people systemwide. The system includes Penn
State Health Milton S. Hershey Medical Center, Penn State Children’s
Hospital, and Penn State Cancer Institute based in Hershey, PA; Penn
State Health St. Joseph Medical Center in Reading, PA; and more than
2,000 physicians and direct care providers at more than 100 medical
office locations. Additionally, the system jointly operates various health
care providers, including Penn State Health Rehabilitation Hospital,
Hershey Outpatient Surgery Center, Hershey Endoscopy Center,
Horizon Home Healthcare and Pennsylvania Psychiatric Institute. In
December 2017, Penn State Health partnered with Highmark Health
to facilitate creation of a value-based, community care network in
the region. Penn State Health shares an integrated strategic plan
and operations with Penn State College of Medicine, the university’s
medical school. With campuses in State College and Hershey, PA;
the College of Medicine boasts a portfolio of more than $90 million
in funded research and more than 1,700 students and trainees in
medicine, nursing, other health professions and biomedical research.

For immediate consideration, please contact:
Nabat Henderson
Physician Recruiter, Penn State Health
Email: nhenderson1@pennstatehealth.psu.edu
Penn State Health is fundamentally committed to the diversity of our faculty and staff. We believe diversity is unapologetically expressing itself through every person’s perspectives and lived experiences. We
are an equal opportunity and affirmative action employer. All qualified applicants will receive consideration for employment without regard to age, color, disability, gender identity or expression, marital
status, national or ethnic origin, political affiliation, race, religion, sex (including pregnancy), sexual orientation, veteran status, and family medical or genetic information.
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