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Case-based observations give clinicians real-world
guidance on distinguishing underlying malignancies
in common and rare skin disorders.

Clinical insights that expand expertise and advance practice

MARY SCOVIAK | Managing Editor

L

earning to distinguish subtle indicators of paraneoplastic dermatoses
and differentiate primary underlying malignancies can help dermatologists develop more successful management plans and possibly save
lives, Seemal R. Desai, MD, FAAD, said during the Therapeutic Hotline
session at Maui Derm 2021 series, held September 30 to October 2 in Asheville,
MASKING MALIGNANCY CONTINUES ON PAGE 48
North Carolina, and virtually.1
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THE PERMANENT HAIR LOSS AND SCARRING caused by certain alopecias can be distressing for patients and difficult to treat. In his presentation on hair disorders at the Maui
Derm NP + PA Fall 2021 conference, Jerry Shapiro, MD, FAAD, professor and director
of disorders of hair and scalp at the Ronald O. Perelman Department of Dermatology
at NYU Langone Health in New York, New York, highlighted the differences in scarring alopecias.1 He also detailed his approaches to treating 4 main types of the disorder.

NATURAL SKINCARE INGREDIENTS ARE always trending, noted
Patricia K. Farris, MD, in her presentation at the 2021 Music
City SCALE Symposium for Cosmetic Advances and Laser
Education, held in Nashville, Tennessee.What’s making news
now: using these ingredients in multifaceted formulations
designed to perform in concert.

SCARRING ALOPECIAS CONTINUES ON PAGE 39

COSMECEUTICALS CONTINUES ON PAGE 35
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SKYRIZI IS NOW AVAILABLE AS A SINGLE 150 mg INJECTION
For adults with moderate to severe plaque psoriasis

1 INJECTION
4 TIMES A YEAR
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After Week 0 and 4 Injections
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SKYRIZI is the only 4-dose-a-year biologic
in psoriasis that offers a single-dose pen 1
Same SKYRIZI you know and trust,
now in a single 150 mg/mL injection1*
Consistent efficacy and safety profile1-2
In-office or at-home administration
after proper training 1
SKYRIZI is also available in a 150 mg/mL prefilled syringe
* Bioequivalence was demonstrated between a single 150 mg/mL injection and
two 75 mg/0.83 mL injections in a prefilled syringe. Bioequivalence was also
demonstrated between 150 mg/mL prefilled syringe and prefilled pen. 3

ADMINISTRATION INSTRUCTIONS 1
SKYRIZI is intended for use under the guidance and supervision of a healthcare professional. Patients may self-inject
SKYRIZI after training in subcutaneous injection technique. Provide proper training to patients and/or caregivers on the
subcutaneous injection technique of SKYRIZI according to the Instructions for Use.

INDICATION 1
SKYRIZI is indicated for the treatment of moderate to severe plaque psoriasis in adults who are candidates for systemic therapy
or phototherapy.

IMPORTANT SAFETY INFORMATION 1
Infection
• SKYRIZI® (risankizumab-rzaa) 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 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, 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.
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. Data on file, ABVRRTI71470. AbbVie Inc. 3. Lon HK, Cheng L, Nudurupati S, et al. Pharmacokinetic
comparability of risankizumab formulations in prefilled syringe and auto-injector for subcutaneous injection. Clin Ther. 2021;43(3):629-636. doi:10.1016/j.clinthera.2021.01.009

©2021 AbbVie Inc.
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SKYRIZI® (sky-RIZZ-ee) (risankizumab-rzaa) injection, for subcutaneous use
INDICATIONS AND USAGE
SKYRIZI® is indicated for the treatment of moderate-to-severe plaque psoriasis in adults who are candidates
for systemic therapy or phototherapy.
CONTRAINDICATIONS
None.
WARNINGS AND PRECAUTIONS
Infections
SKYRIZI may increase the risk of infections. In clinical studies, infections occurred in 22.1% of the SKYRIZI
group compared to 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 IMMHANCE 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 greater detail in other sections of labeling:
• 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 to rates in the clinical trials of another drug and may
not reflect the rates observed in practice.
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 subject-years)
compared to 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 ULTIMMA-1 and ULTIMMA-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.
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.
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 risankizumab-rzaa,
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.
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
Limited 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
to 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.
Pediatric Use
The safety and efficacy of SKYRIZI in pediatric patients less 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.
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity and mutagenicity studies have not been conducted with SKYRIZI.
No effects on male fertility parameters were observed in sexually mature male cynomolgus monkeys
subcutaneously treated with 50 mg/kg risankizumab-rzaa (at 20 times the clinical exposure at the MRHD,
based on mg/kg comparison) once weekly for 26 weeks.

PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION
PATIENT COUNSELING INFORMATION
Advise the patient and/or caregiver to read the FDA-approved patient labeling (Medication Guide and
Instructions for Use).
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.
© 2019-2021 AbbVie Inc.
Ref: 20067753-R2 Revised: April, 2021
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THINK AND THINK AGAIN
by MIKE HENNESSY SR

A QUICK SCAN OF THE HEADLINES on dermatologytimes.com shows that novel drugs and new
devices get added to the dermatologist’s armamentarium every day. The combined power of
these innovative tools and treatments targets the
root causes of skin disorders within the body. These
advances can prevent cytokine storms or fill in what
is missing in a patient’s genetics. They can speed
wound closure or prevent inflammatory flare-ups.
More importantly, the new treatments sometimes
slow the devastating progress of life-threatening
rare diseases.
What the therapies cannot do is “see” the patient
through the dermatologist’s eyes and experience.
Even the most sophisticated artificial intelligence
will not wonder whether the lesions presenting on
a patient with Crohn’s disease are mimicking erythema nodosum. It does not ask that last question—the one that tries to get at why what seems
like a standard diagnosis just does not feel right.
Perhaps that is a major reason the art of diagnosis is at the specialty’s top of mind. It has been
a common thread running through this year’s—
thankfully—dynamic conference season and runs
through many of the stories in this issue as well.
In our cover story, “Master the Clues That Mask
Malignancy,” Seemal R. Desai, MD, FAAD, clinical assistant professor in the Department of Dermatology at The University of Texas Southwestern
Medical Center in Dallas and founder, president,

and medical director of Innovative Dermatology in Plano, Texas, summed up the importance
of drill-down diagnosis. As he points out, even
so-called textbook cases may have nuances that
can be tip-offs to conditions that are anything but
obvious. Desai said that he always explores the
possibility of underlying malignancy when dealing with an atypical presentation of even a welldocumented disorder.
Jason B. Lee, MD, FAAD, a professor of dermatology at Thomas Jefferson University in Philadelphia, Pennsylvania, offers compelling strategies
for overhauling diagnostic work in “Sidestep Traps
That Lead to Misdiagnosis” on page 46. He advises physicians to challenge themselves to move
beyond not only the biases of their area of focus—
when, say, a skin cancer specialist views a new
patient primarily through that lens rather than
thinking holistically—but also the brain’s hardwired cognitive processes to gather information
and make a decision in seconds.
High-tech breakthroughs may make more dramatic headlines, but this emphasis on diagnosis
is a compelling reminder of how much true “genius” work happens at the clinical level. Uncovering a hidden malignancy or identifying a rare disease masquerading as a common disorder will
change, if not save, the life of the patient.
MIKE HENNESSY SR, IS CHAIRMAN AND FOUNDER OF DERMATOLOGY
TIMES ®’ PARENT COMPANY, MJH LIFE SCIENCES™.
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CORRECTION
The drug name and manufacturer of roflumilast were listed
incorrectly in the cover story “New Frontiers Open Eczema
Solutions” in the October 2021 issue of Dermatology
Times®. The topical nonsteroidal treatment now in later
stage clinical trials as a possible new option for treating
eczema is roflumilast (ARQ-154; Arcutis). Dermatology
Times® regrets the error.
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A Conversation with
Ken Paulus, CEO of
Prime Therapeutics
BY PETER WEHRWEIN | Managing Editor of Managed Healthcare Executive®

Peter Wehrwein, managing editor of Managed Healthcare Executive®(MHE), interviewed Ken Paulus for MHE’s Pharmacy
Benefit Management (PBM) Leader series.
Paulus was named CEO of Prime Therapeutics, a PBM based in the suburban Twin
Cities, in April 2019 and started serving in
the position a month later. Before Prime,
Paulus held leadership positions, including
CEO and president, at Allina Health, a Minneapolis based integrated health delivery
system. Earlier in his career, he led provider
organizations in Boston. Prime is privately
owned by 19 Blues plans and has long prided itself on being an independent, more
altruistic PBM. It startled the industry when
Paulus brokered a 3-year collaboration with
Express Scripts in 2019.
The transcript of this interview has been
previously published on the MHE website.
Here are some excerpts.
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ON BEING NEW TO THE PBM INDUSTRY

Coming into this job, I knew very little about pharmacy and the PBM industry
and how it worked and the machinations and dynamics of the industry. So you
just have to put it in perspective: I’m not a deep, PBM-industry guy.
That, surprisingly, has been very helpful to my work—the fact that I’m coming at it from a fresh perspective. And I can look at it and say, “Well, here are the
things I like about the industry”—and we’re doing a lot of good. And I never really
understood it until now. And then I’d say, “Maybe some of the ways in which we
do the work probably could be improved.”

ON THE REPUTATION AND VALUE OF THE PBM INDUSTRY

I can tell you now that I’ve been in this seat for 2 years, the counterweight, the
counterbalance activity of the PBMs in health care—it’s incredibly important. It’s
literally in the billions and billions of dollars of savings that the PBM industry
provides to health care through this counterbalance to Big Pharma. Without that
counterbalance, I’ve got to tell you that health care would be a lot more expensive in this country. So I’m convinced that there’s value there, and I wouldn’t
do the job if I didn’t think there was.

ON TRANSPARENCY

The opacity of the industry, the complexity of it, is nothing short of stunning.
I mean, to follow the funds’ flow of dollars that come from the top and work all
the way through the industry down to the bottom—to the member and whatnot, and even providers, in some ways—is incredibly complicated. It did take me
a few months to unravel all that. And I do often ask myself the question “Why
does have to be so complicated?” And I don’t think it does.
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ON REBATES

But it’s important to remember where rebates came from, and, actually, it’s a model that pharma initially promoted, that we’re going to
give you a discount, but only if you move market share, and the discount will be in the form of a rebate, because we don’t want to pay it
unless you actually move share. So we all have to remember that the
whole rebate model started with pharma pushing for market share.
I totally understand it, and I get it, and I support it.
Where it became complex was when the PBM industry (began)
taking pieces of those rebates as a funding stream. PBMs need to have
their costs paid for. I think that’s reasonable. If you do it through spread
pricing—take a piece of the rebates—or you do it through an admin
fee or some combination thereof, I’m OK with those costs being reimbursed. The question is “Can we do it in a way that’s really understandable to the system and to the industry and to members—and to
doctors, for that matter?” And I think we can.
But they get a bad name, I think mostly because of the opacity
and complexity.

ON THE SWITCH FROM PROVIDER
ORGANIZATIONS TO A PBM

I come from a family of caregivers. I am 1 of 6. There’s a physician—
my older brother is a primary care doc, my older sister is an occupational therapist, I was 3, the fourth is a PhD, NP mental health clinician. The fifth is a psychologist, and the last one is a counselor.
So I come from a provider family, if you will, and I tell you, when
I moved from working in hospitals and clinics to working at a PBM,
they were very concerned, to say the least.
The fact of the matter is, there’s really an important role for both.
The provider side—I always appreciated it, because you’re right in the
middle of the action: “Are we doing the right thing for patients?” What
we weren’t good at was “Are we doing the right thing for patients in a
way that is affordable?”
And that’s where we come in. So we bring the affordability to the
table, I think, in some ways, and the providers bring the care and the
quality to the table.

ON THE SEPARATION OF PHARMACY
MANAGEMENT FROM MEDICAL MANAGEMENT

It just boggles my mind that we would separate pharmacy out and
manage it off to the side and medical care be managed over here, and

the 2 don’t meet. That absolutely makes no sense to anybody.
It’s almost the same conversation where we used to separate behavioral health and mental health from physical health. It makes no sense.
So I am driven to drive these 2 worlds back together. Bring the provider back into the equation, have he or she be part of the solution, all
of us together in service of the patient. And if we do that, affordability will follow.

ON THE 3-YEAR COLLABORATION
WITH EXPRESS SCRIPTS

The core of the relationship is around a GPO, a group purchasing
organization, by the name of Ascent. Express Scripts had this vehicle
that they used for their own purchasing in pharmacy for a few years.
And the model is pretty straightforward, actually. We, together,
co-own this GPO. We’re a minority owner, they’re the majority owner.
It is based in Switzerland. It’s fully transparent. We have direct access
to all of the contracts in the GPO. We have employees that work in the
GPO with their employees. So it’s a real shared effort.
I think we both benefited from it. We took our lives and together
that’s 100 million lives, a big chunk of the United States. And then we
went out to work with pharma and said, “Yeah, we want to work with
you. Let’s find a way to make health care more affordable and advance
formularies and rebates and pharmacy strategies together in ways that
are helpful.”
It’s been hugely successful. [It has resulted in] literally the
billions of dollars of savings for our clients that we wouldn’t have
otherwise seen.

ON PRIME’S INDEPENDENCE
FROM EXPRESS SCRIPTS

The beauty of the relationship is we didn’t really hand over the keys.
Unlike Adam’s perspective on this, we didn’t really change anything
at Prime other than that.
We still process our own claims. We own the claim system. We do
all our own PAS [prior approval supplement], contact center, utilization management—we do everything ourselves. But that piece sits off
behind the scenes and then feeds our systems.
So it’s been a fairly elegant solution for us as a way to save significant dollars for clients and members and employers, but to do so without giving up our strategic optionality, which is continuing to run our
own business.

“

Are we doing the right
thing for patients in a way
that is affordable?”
Ken Paulus, CEO of Prime Therapeutics, Eagon, Minnesota
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“I made an honest mistake!
How could it be considered fraud?”
by DAVID J. GOLDBERG, MD, JD
Goldberg is director of Skin Laser and Surgery Specialists of New York and New Jersey; past director of Mohs and Laser Research,
Icahn School of Medicine at Mount Sinai in New York, New York; and adjunct professor of law at Fordham University School of Law in
New York, New York.

Dr Doc has run an honest, reputable, and successful dermatology practice for
15 years. She is respected by her colleagues and loved by her patients. Her usual
Medicare office visit charge of $125 is considered reasonable and customary by
all the managed care providers in her service area. Unfortunately, her office manager becomes ill, and Doc’s husband, an MBA, takes over as temporary manager.
He quickly notes that $125 seems a minimal amount compared to the effort undertaken by his wife. He explains to her that her
coding could be done in an honest, yet more
aggressive, manner and suggests that she simply upcode with her billing. He shows her how
to manipulate her electronic medical records
to get higher current procedural terminology
codes. This will improve reimbursements, he
tells her.
Doc takes her husband’s advice. She continues to provide impeccable care, but her “level
of care” documentation is abysmal. In 1 year,
she bills 1000 patients in this manner. Doc
receives a Medicare audit that suggests fraud on
her part. She is convinced that she is innocent.
If she used better documentation, she could
charge higher fees. Is this really fraud?
A health care provider can be prosecuted
under 8 major theories of fraud:
1. Treatment by fraud (violations of statutes
regulating controlled substances).
2. Billing for services not provided.
3. Misrepresenting the nature of services
provided to patients.
4. Auto accident scams.
5. Quackery (misrepresenting credentials
or remedies).
6. False cost reports.
7. Illegal remunerations.
8. Providing unnecessary or substandard
health services.
The Centers for Medicare & Medicaid Services1 notes that the most common forms of
fraud include billing for services not provided;
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misrepresenting the diagnosis to justify payment; soliciting, offering, or receiving a kickback; unbundling or “exploding” charges; falsifying treatment plans and medical records
to justify payment; and billing for a service not
furnished as billed—so-called upcoding.
Both civil and criminal statutes deal with
these false claims. Medicaid and Medicare
fraud and abuse laws make it a felony to misrepresent the nature of services rendered, which is
subject to both fines and imprisonment.
A medical provider is charged with the duty
to know and understand proper billing procedures and regulations. An attempted defense
is that the regulations or statutes are ambiguous. People of New York v Alizadeh is an unusual
case in which this defense worked. In this case,
an obstetrician was convicted of fraudulent billing. On appeal, Aliadeh, an MD, successfully
argued that the billing system was unfamiliar to him and difficult to interpret. As a result,
his billing reflected honest mistakes, not fraud.
This defense is almost never successful.
In Michigan v Perez-DeLeon and VelezRuiz, Velez-Ruiz, an MD, and her husband/
office manager, Perez-DeLeon, were convicted
of filing false Medicaid claims in billing Blue
Cross Blue Shield of Michigan for office visits
of patients who were not, in fact, in the office.
Velez-Ruiz was sentenced to 500 hours of community service; $38,340.63 in fines, restitutions, and costs; and 5 years of probation. Her
husband was ordered to pay $17,169.34 in restitution, spend 1 year in jail, and be on probation for 5 years.

On appeal, the physician argued that the
statutes under which she and her husband had
been convicted were unconstitutionally vague.
The court did not accept this argument, noting
the persistent nature of the inaccurate claims.
The court stated that because the physician
received a steady flow of government funds, she
had an obligation to check the accuracy of her
claims. Mistakes would not be accepted.
Computerized billing makes enforcement
easier for investigators; also, HCFA audits can
be triggered by increased use of particular services. Confusion over billing records will not
be accepted by the government as a defense.
In United States v Krizek, Krizek, an MD, was
found guilty of reckless disregard when he delegated the authority to bill for him to his wife
and failed to review the bills she submitted.
Confusion over the billing procedures is not an
effective defense in these cases.
The safest way to assure conformity with
the laws is to implement and maintain a compliance program, which offers obvious advantages: Such a program will minimize liability
from audits, reduce potential qui tam actions,
demonstrate good faith compliance efforts,
improve recordkeeping, improve potential
employee screening, reduce potential for fraud
and abuse, and minimize imposition of a government-mandated compliance program.
Doc, through her husband’s advice, was
guilty of upcoding. Her innocent error and lack
of sophisticated coding knowledge will not protect her against prosecution. She is at risk for
both civil and criminal penalties. Her “honest
mistake” will not be considered honest when
evaluated by the courts.
Reference
1 Centers for Medicare & Medicaid Services. Medicare Fraud & Abuse: Prevent, Detect, Report. Centers for Medicare & Medicaid Services; January 2021.
Accessed October 7, 2021. https://www.cms.gov/Outreach-and-Education/
Medicare-Learning-Network-MLN/MLNProducts/Downloads/Fraud-AbuseMLN4649244.pdf
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Visible actinic keratoses (AKs) often indicate
the presence of subclinical lesions.1

AMELUZ® (aminolevulinic acid HCl) gel, 10% with
BF-RhodoLED ® is the first and only combination
product for photodynamic therapy (PDT) approved
for field-directed treatment of AK, which allows
subclinical lesions to also be addressed.1-3

H E LP CL EAR T H E FI E LD

INDICATION
AMELUZ (aminolevulinic acid hydrochloride) gel, 10%, a porphyrin precursor,
in combination with photodynamic therapy using BF-RhodoLED ® lamp,
is indicated for the lesion-directed and field-directed treatment
of actinic keratoses of mild-to-moderate severity on the face and scalp.
®

IMPORTANT SAFETY INFORMATION
AMELUZ® (aminolevulinic acid hydrochloride) gel, 10% with
BF-RhodoLED® lamp
AMELUZ®, containing 10% aminolevulinic acid hydrochloride, is a non-sterile
gel formulation for topical use only. Not for ophthalmic, oral, or intravaginal use.
AMELUZ®, in conjunction with lesion preparation, is only to be administered
by a health care provider. Photodynamic therapy with AMELUZ® involves
preparation of lesions, application of the product, occlusion and illumination
with BF-RhodoLED®. The application area should not exceed 20 cm2 and no
more than 2 grams of AMELUZ® (one tube) should be used at one time. Lesions
that have not completely resolved shall be retreated 3 months after the initial
treatment. Refer to BF-RhodoLED® user manual for detailed lamp safety and
operating instructions. Both patient and medical personnel conducting the
PDT should adhere to all safety instructions.
AMELUZ® shall not be used by persons who have known hypersensitivity
to porphyrins or any of the components of AMELUZ®, which includes soybean
phosphatidylcholine. AMELUZ® should also not be used for patients who have
porphyria or photodermatoses.
Hypersensitivity reactions, potentially including severe courses (anaphylaxis),
have been reported with the use of AMELUZ® prior to photodynamic therapy
(PDT). AMELUZ® should be washed off and appropriate therapy instituted.
Transient Amnestic Episodes have been reported during postmarketing
use of AMELUZ® in combination with photodynamic therapy (PDT).
If patients experience amnesia or confusion, discontinue treatment.
Advise them to contact the healthcare provider if the patient develops
amnesia after treatment.
Eye exposure to the red light of the BF-RhodoLED lamp during PDT must
be prevented by protective eyewear. Direct staring into the light source
must be avoided. AMELUZ® increases photosensitivity.
®

Patients should avoid sunlight, prolonged or intense light (e.g., tanning
beds, sun lamps) on lesions and surrounding skin treated with AMELUZ®
for approximately 48 hours following treatment whether exposed
to illumination or not.
AMELUZ® has not been tested on patients with inherited or acquired
coagulation disorders. Special care should be taken to avoid bleeding
during lesion preparation in such patients. Any bleeding must be stopped
before application of the gel. AMELUZ® should not be used on mucous
membranes or in the eyes.
Local skin reactions at the application site were observed in about 99.5%
of subjects treated with AMELUZ® and narrow spectrum lamps. The very
common adverse reactions (≥10%) during and after PDT were application
site erythema, pain/burning, irritation, edema, pruritus, exfoliation, scab,
induration, and vesicles. Most adverse reactions occurred during illumination
or shortly afterwards, were generally of mild or moderate intensity, and lasted
for 1 to 4 days in most cases; in some cases, however, they persisted for
1 to 2 weeks or even longer. Severe pain/burning occurred in up to 30%
of treatments.
There have been no formal studies of the interaction of AMELUZ® with other
drugs. Concomitant use of the following photosensitizing medications may
increase the phototoxic reactions after PDT: St. John’s wort, griseofulvin,
thiazide diuretics, sulfonylureas, phenothiazines, sulphonamides, quinolones,
and tetracyclines.
There are no available data on AMELUZ® use in pregnant women to inform
a drug associated risk. No data are available regarding the presence of
aminolevulinic acid in human milk, the effects of aminolevulinic acid on the
breastfed infant or on milk production. Safety and effectiveness in pediatric
patients below the age of 18 have not been established as AK is not
a condition generally seen in the pediatric population. No overall differences
in safety or effectiveness were observed between elderly and younger
patients, but greater sensitivity of some older individuals cannot be ruled out.
Please read the US Full Prescribing Information for AMELUZ® and/or US User
Manual of BF-RhodoLED® lamp available together at https://bit.ly/AmeluzPI.
You are encouraged to report side effects
of AMELUZ®. Please contact Biofrontera Inc.
at 1-844-829-7434 or FDA at 1-800-332-1088
or www.fda.gov/medwatch.

Scan now for full
Prescribing Information.

References: 1. Berman B, Amini S, Valins W, Block S. Pharmacotherapy of actinic keratosis. Expert Opin Pharmacother. 2009;10(18):3015-3031. 2. Reinhold U.
A review of BF-200 ALA for the photodynamic treatment of mild-to-moderate actinic keratosis. Future Oncol. 2017;13(27):2413-2428. 3. AMELUZ® [prescribing
information]. Woburn, MA: Biofrontera Inc; 2021.

Please see brief summary of full Prescribing Information on adjacent page.
120 Presidential Way, Suite 330, Woburn, MA 01801 | customer_service@biofrontera.com | biofrontera.us.com | AME-US027V001
AMELUZ and BF-RhodoLED are registered trademarks of Biofrontera Pharma GmbH.
©2021 Biofrontera Inc. All rights reserved.
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
This Brief Summary does not include all the information needed to use AMELUZ safely and
effectively. See full prescribing information for AMELUZ.
AMELUZ® (aminolevulinic acid hydrochloride) gel, 10% with BF-RhodoLED® lamp for topical use
INDICATIONS AND USAGE
AMELUZ® gel, in combination with photodynamic therapy (PDT) using BF-RhodoLED® lamp, a narrowband, red
light illumination source, is indicated for lesion-directed and field-directed treatment of actinic keratoses (AKs)
of mild-to-moderate severity on the face and scalp.
DOSAGE AND ADMINISTRATION
AMELUZ, in conjunction with lesion preparation, is only to be administered by a health care provider.
AMELUZ, containing 10% aminolevulinic acid hydrochloride, is a non-sterile gel formulation for topical use only.
Not for ophthalmic, oral, or intravaginal use.
Photodynamic therapy with AMELUZ involves preparation of lesions, application of the product, occlusion and
illumination with BF-RhodoLED. The application area should not exceed 20 cm2 and no more than 2 grams of
AMELUZ (one tube) should be used at one time. Lesions that have not completely resolved shall be retreated 3
months after the initial treatment. Refer to BF-RhodoLED user manual for detailed lamp safety and operating
instructions. Both patient and medical personnel conducting the PDT should adhere to all safety instructions.
CONTRAINDICATIONS
AMELUZ is contraindicated in patients with:
• Known hypersensitivity to porphyrins
• Known hypersensitivity to any of the components of AMELUZ, which includes soybean phosphatidylcholine
• Porphyria. AMELUZ use may cause uncontrolled phototoxic effects
• Photodermatoses. PDT may worsen the phototoxic or photoallergic reactions
WARNINGS AND PRECAUTIONS
Hypersensitivity
Several cases of hypersensitivity were reported during postmarketing use of AMELUZ prior to PDT illumination.
If allergic reactions occur, clean the area of skin where the product was applied and institute appropriate therapy.
Inform patients and their caregivers that AMELUZ may cause hypersensitivity, potentially including severe
courses (anaphylaxis).
Transient Amnestic Episodes
Transient amnestic episodes have been reported during postmarketing use of AMELUZ in combination with
photodynamic therapy. Inform patients and their caregivers that AMELUZ in combination with photodynamic
therapy may cause transient amnestic episodes. Advise them to contact the healthcare provider if the
patient develops amnesia after treatment.
Risk of BF-RhodoLED Lamp Induced Eye Injury
BF-RhodoLED lamp may cause eye irritation, glare, or injury. Before operating the lamp, personnel must refer to
the user manual for specific warnings, cautions, and instructions. Eye exposure to the BF-RhodoLED light must be
prevented. Protective eye equipment must be used by patient, healthcare providers and any person present during
the illumination period. Avoid staring directly into the light source.
Increased Photosensitivity
AMELUZ increases photosensitivity. Avoid sunlight, prolonged or intense light (e.g., tanning beds, sun lamps) on
lesions and surrounding skin treated with AMELUZ for approximately 48 hours following treatment, whether exposed
to illumination or not. Concomitant use of AMELUZ with other known photosensitizing agents may increase the risk
of phototoxic reaction to PDT.
Risk of Bleeding in Patients with Coagulation Disorders
AMELUZ has not been tested on patients with inherited or acquired coagulation disorders. Special care should be
taken to avoid bleeding during lesion preparation in such patients. Any bleeding must be stopped before application
of the gel.
Ophthalmic Adverse Reactions
Eyelid edema has occurred with AMELUZ application. AMELUZ can cause ophthalmic adverse reactions.
AMELUZ is intended for topical use only. Do not apply AMELUZ into the eyes. Rinse eyes with water in case
of accidental contact.
Risk of Mucous Membrane Irritation
AMELUZ can cause mucous membrane irritation. AMELUZ is intended for topical use only. Do not apply AMELUZ
to the mucous membranes. Rinse with water in case of accidental contact.
ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections [see Warnings and Precautions]:
Hypersensitivity, Transient Amnestic Episodes, Risk of BF-RhodoLED Lamp Induced Eye Injury, Increased
Photosensitivity, Risk of Bleeding in Patients with Coagulation Disorders, Ophthalmic Adverse Reactions,
Risk of Mucous Membrane Irritation.
Clinical Trial 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 clinical program for AMELUZ included three double-blind and placebo-controlled trials (Trials 1, 2, and 3),
enrolling a total of 299 subjects that were treated with narrow band light. Trial subjects were adults greater
than or equal to 49 years of age, and the majority had Fitzpatrick skin type I, II, or III. No subjects had
Fitzpatrick skin type V or VI. Approximately 86% of subjects were male, and all subjects were Caucasian.
For all trials, the enrolled subjects had mild to moderate AKs (Olsen grade 1 and 2) with 4 to 8 lesions
on the face and scalp. Overall, 87 placebo-treated subjects (n=16, n=32, n=39) and 212 AMELUZ-treated
subjects (n=32, n=55, and n=125) were illuminated with BF-RhodoLED or similar narrow spectrum lamps.
Local skin reactions at the application site were observed in about 99.5% of subjects treated with AMELUZ
and narrow spectrum lamps. The most frequent adverse reactions during and after PDT were application site
erythema, pain, burning, irritation, edema, pruritus, exfoliation, scab, induration, and vesicles.
Most adverse reactions occurred during illumination or shortly afterwards, were generally of mild or moderate
intensity, and lasted for 1 to 4 days in most cases; in some cases, however, they persisted for 1 to 2 weeks or
even longer. Severe pain/burning occurred in up to 30% of subjects. In one case, the adverse reactions required
interruption or discontinuation of the illumination.
The incidence of common (≥1%, <10%) and very common (≥10%) adverse reactions in randomized, multicenter
trials at the application site are presented in Table 1.
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Table 1: Incidence of Adverse Reactions Occurring at ≥1% of the AMELUZ Group and More Frequently than the
Vehicle Group in the Actinic Keratosis Trials at the Application Site

Adverse reaction

Vehicle
n=87

AMELUZ
n=212

Adverse reactions at the application site
Erythema
Pain/Burning
Irritation
Edema
Pruritus
Exfoliation
Scab
Induration
Vesicles
Paresthesia
Hyperalgesia
Reaction
Discomfort
Erosion
Discharge
Bleeding
Pustules

34 (39%)
26 (30%)
17 (20%)
3 (3%)
14 (16%)
4 (5%)
2 (2%)
0 (0%)
1 (1%)
2 (2%)
0 (0%)
2 (2%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)
0 (0%)

195 (92%)
195 (92%)
153 (72%)
75 (35%)
72 (34%)
41 (19%)
41 (19%)
26 (12%)
25 (12%)
18 (9%)
13 (6%)
8 (4%)
7 (3%)
6 (3%)
4 (2%)
3 (1%)
3 (1%)

Common (≥1%, <10%) adverse reactions not at the application site for AMELUZ were headache, skin
exfoliation, chills and eyelid edema. Less common (≥0.1%, <1%) adverse reactions at the application site for
AMELUZ were hemorrhage and swelling. The adverse reactions not at the application site were blister, feeling
hot, pruritus, pyrexia, scab, nervousness, pain, petechiae, rash pustular, skin erosion and ulcer. In a clinical trial
designed to investigate the sensitization potential of aminolevulinic acid with 216 healthy subjects, 13 subjects
(6%) developed allergic contact dermatitis after continuous exposure for 21 days with doses of aminolevulinic
acid that were higher than doses normally used in the treatment of AK.
Postmarketing Experience
The following adverse reactions have been reported during post-approval use of AMELUZ. 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 drug exposure.
Skin and subcutaneous tissue disorders: allergic dermatitis, application site inflammation,
application site discoloration.
Eye disorders: eye irritation, diplopia, ocular hyperemia, photophobia, and blurred vision.
General disorders and administration site conditions: fatigue.
Immune System disorders: hypersensitivity.
Nervous system disorders: dysaesthesia, transient amnestic episodes.
DRUG INTERACTIONS
There have been no formal studies of the interaction of AMELUZ with other drugs. It is possible that concomitant
use of other known photosensitizing agents such as St. John’s wort, griseofulvin, thiazide diuretics, sulfonylureas,
phenothiazines, sulphonamides, quinolones and tetracyclines may enhance the phototoxic reaction to PDT.
USE IN SPECIFIC POPULATIONS
Pregnancy
There are no available data on AMELUZ use in pregnant women to inform a drug associated risk. Animal
reproduction studies were not conducted with aminolevulinic acid. Systemic absorption of aminolevulinic acid in
humans is negligible following topical administration of AMELUZ under maximal clinical use conditions. It is not
expected that maternal use of AMELUZ will result in fetal exposure to the drug. The estimated background risk of
major birth defects and miscarriage for the indicated population are 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.
Lactation
No data are available regarding the presence of aminolevulinic acid in human milk, the effects of aminolevulinic
acid on the breastfed infant or on milk production. However, breastfeeding is not expected to result in exposure
of the child to the drug due to the negligible systemic absorption of aminolevulinic acid in humans following
topical administration of AMELUZ under maximal clinical use conditions. The developmental and health benefits
of breastfeeding should be considered along with the mother’s clinical need for AMELUZ and any potential adverse
effects on the breastfeeding child from AMELUZ or from the underlying maternal condition.
Pediatric Use
Safety and effectiveness in pediatric patients below the age of 18 have not been established. AK is not a condition
generally seen in the pediatric population.
Geriatric Use
Of the 384 subjects exposed to AMELUZ in randomized, multicenter clinical trials, 83% (318/384) of the subjects
were 65 years old and over. No overall differences in safety or effectiveness were observed between these subjects
and younger subjects, but greater sensitivity of some older individuals cannot be ruled out.
Please read the US Full Prescribing Information for AMELUZ® and/or US User Manual of BF-RhodoLED®
lamp available together at https://bit.ly/AmeluzPI.
You are encouraged to report side effects of AMELUZ®. Please contact Biofrontera Inc.
at 1-844-829-7434 or FDA at 1-800-332-1088 or www.fda.gov/medwatch.
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A good shampoo must clean—but not too well!”
Cleaning Up Cleanser Misinformation
by ZOE DIANA DRAELOS, MD
Draelos is a consulting professor of dermatology at Duke University School of Medicine
in Durham, North Carolina, and chief medical editor of Dermatology Times®

Q:

Is body wash better
for body cleansing than bar soap?

Body cleansing is an important activity, not
only for hygiene, but also for disease prevention. It is interesting to note that 80% of cleansing is accomplished by letting water run over
the skin accompanied by rubbing, with the
remaining 20% dependent on cleanser selection. Bar soap and liquid body wash will produce equivalent results in terms of hygiene and
disease prevention, but body wash may induce
less barrier damage than bar soap.
All cleansers pose the same challenge.
Cleansers cannot distinguish between the
intercellular lipids, body sebum, oily dirt
from working on the car, and pizza grease on
the face. All are lipids that are saponified by
the cleanser to allow dissolution in water and
washing down the drain. The difference is in
how much lipid is removed.
If the body is minimally dirty, a body wash
is an excellent choice since milder detergents
will remove less of the intercellular lipids.
However, in the case of an auto mechanic
covered with motor oil, body wash may not
remove the motor oil adequately due to lack
of detergency. In this case, bar soap may be a
better choice.
Cleansers should be selected based on
the patient needs. Patients with eczema or
atopic dermatitis who work indoors but prefer to bathe every day—perhaps to wake
up in the morning—should definitely use a
moisturizing body wash. Moisturizing body
washes employ mild detergency with the ability to leave behind skin-conditioning agents,
such as soybean oil or dimethicone, during
the rinse phase. This minimizes intercellu-
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lar lipid damage during cleansing. The body
wash can be coupled with an in-shower body
lotion to reduce detergent damage. The lotion
is applied to wet, clean skin in the shower
and then rinsed. Another layer of soybean oil
or other vegetable oil or dimethicone is left
behind to minimize skin barrier damage.
In summary, there is no 1 best cleanser
choice for all patients. The dermatologist
should make recommendations based on frequency and length of bathing, presence or
absence of skin disease, and amount of dirt
present on the body.

Q:

Could you describe the
safest way to remove eye makeup?

All patients, but especially those with ocular
rosacea, should remove eye cosmetics before
bedtime. Traditional soap will sting and burn if
it enters the eye, so many patients fail to remove
mascara, eyeliner, and eye shadow. Since eye
cosmetics are usually waterproof, they must be
removed prior to face washing. The best way
to remove eye cosmetics is with micellar water,
which does not cause as much stinging as traditional detergents. The method is to saturate
a cotton round with micellar water and rub it
across the upper eyelid, eyelashes, and lower
lid; rinse the face lukewarm water; and then
wash with a mild liquid cleanser.
Micellar water is composed of micelle
droplets of cleanser with the hydrophobic
head inside the micelle and the hydrophilic
head outside the micelle. This allows the oily
dirt to bind to the micelle and rinse down the
drain. However, some waterproof cosmetics
may require using eye removal oil in addition
to the micellar water.

Q:

What is the best way to
wash hair?

Much controversy abounds regarding the
best way to wash hair, and there is no agreement among stylists. However, proper hair
washing is essential for good hygiene, infection prevention, odor control, and hair beautification. Shampooing requires a fine balance between removing enough sebum for
cleanliness and leaving behind a synthetic
conditioning substance to make hair shiny
and manageable. Thus, a good shampoo
must clean—but not too well!
Shampoo is truly designed to clean the
scalp, not the hair. The main purpose of
shampoo is to remove bacteria, fungus,
yeast, and their sebum nutritional source to
help prevent infection.
The scalp and hair should be thoroughly saturated with lukewarm water.
Shampoo should be applied to the scalp
and massaged to clean in and around the
numerous follicular ostia to prevent bacterial folliculitis and seborrheic dermatitis.
After massaging the shampoo throughout
the scalp, the suds should be rinsed down
the hair shafts. If the hair is short, the scalp
and hair will be cleaned at the same time.
With long hair, the soap suds should just be
rinsed through the hair. Shampoo contains
plenty of detergent to clean the hair, unless
styling product buildup or infrequent
cleansing has occurred. Finally, the entire
scalp and hair should be rinsed with lukewarm water. Many products recommend
shampooing twice, but that is not necessary
unless it has been over 2 weeks since the
last shampoo.
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A plan that has an average mutual fund expense ratio over
1% is probably paying too much.”

Is Your Practice’s
Retirement Plan at Risk?
by DAVID B. MANDELL, JD, MBA; AND ADAM BRAUNSCHEIDEL, CFP
Mandell is an attorney and founder of the wealth management firm OJM Group in Cincinnati, Ohio. Braunscheidel is a wealth adviser at OJM Group.

N

early all dermatology practices use
qualified retirement plans (QRPs),
including 401(k)s and profit-sharing, defined benefit, and hybrid
plans. As part of our diagnostic work for clients, we often review such plans. Based on
our experience, we have pinpointed several
pitfalls that either cost the practice more in
fees or subject the practice or its owners to
potential liability.
Here, we identify the leading issues we
have observed in dermatology practice QRPs
and detail tactics for avoiding them.

COMMON PITFALLS

#1

THE PRACTICE IS OVERPAYING
FEES FOR RECORD KEEPING, THIRDPARTY ADMINISTRATION, OR INVESTMENT
ADVISORY SERVICES.

Many QRPs are either paying far too much in
fees or simply aren’t getting much in return.
Fees can often be disguised in the underlying
fund ratios from which the service providers
are reimbursed. It is important that the trustees and practice managers overseeing these
plans fully understand the plan design, the
associated fees, and the role of each underlying party. A service plan that fails to monitor
any of these items can expose the company to
possible lawsuits.
One way to circumvent this potential service-and-fee issue is by having an independ-
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ent company facilitate periodic benchmarking reviews. These reviews are compiled using
third-party information to evaluate the services provided to a plan for the fees being
charged and compare these details with similar plans in a benchmark group. Not only will
the benchmarking review help the plan meet
its fiduciary responsibility, the review also can
save the company and participants money,
identify substandard service providers, and
improve the plan design and features.

#2

more for having these funds inside the investment lineup?” The answer is often yes, especially when a lineup lacks considerable lowcost options.
Trustees and practice managers need to
understand how each party is being paid,
as that often drives behavior. This information can be obtained easily through the
annual 408(b)(2) disclosure required by the
Employee Retirement Income Security Act
(ERISA). Transparency of fees is vital in
today’s regulatory environment.

A POTENTIAL CONFLICT OF INTEREST EXISTS BETWEEN THE PRACTICE’S
THIRD-PARTY ADMINISTRATOR (TPA) AND THE
IN-HOUSE INVESTMENT ADVISER.

#3

Despite recent technological advances and
widespread access to low-cost index investing,
many QRPs still include expensive mutual
fund lineups or lack key elements of the major
investment asset classes. A plan that has an
average mutual fund expense ratio over 1% is
probably paying too much.
These higher fees typically arise from
an inherent conflict of interest when a plan
chooses to bundle their TPA, investment
adviser, and recordkeeper. (The term bundle means that all 3 roles fall under 1 company relationship.) Combined services such
as these allow potential conflicts to flourish,
as the investment adviser has in-house or proprietary funds to use inside the plan. The real
question becomes “Is the adviser or firm paid

There is a fine line between not having enough
investment options and having too many. For
example, including 10 large-cap value funds
on the platform doesn’t make a lot of sense,
considering the participants will have a difficult time choosing the one that is right for
them. On the other hand, offering only 1 fund
is a problem as well. As an example of a middle ground, we typically use a low-cost passive
fund along with a more expensive, actively
managed fund that aims to outperform the
underlying index benchmark. This approach
gives each participant the flexibility to choose
the option that fits their comfort level. We also
recommend that a plan’s fund lineup include
target-date retirement funds, which can serve
as a 1-stop investment option.

THE PLAN LACKS A ROBUST INVESTMENT FUND LINEUP, OR THE FUND
LINEUP IS TOO EXPENSIVE.
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A KEY WAY TO REDUCE RISK
One important best practice involves using an “unbundled”
investment adviser who is independent from the third-party
administrator and recordkeeper and can act as a cofiduciary on
the plan. This strategy provides the following benefits:
E
 nsures advisers are cofiduciaries and independent of the
other providers on the plan
H
 elps coordinate regular benchmarking on the investments
or plan providers managing the plan
a. Reviews fees, comparing them with industry standards
b. D
 etermines which fees are justifiable and which services
bring value to the plan
c. Monitors communications between third-party service
providers and plan beneficiaries to make sure they
receive advice that is in their best interest
E
 stablishes a due diligence process for investments inside
of the plan
d. C
 reates a methodology to select investments and
manage risks
e. Reviews asset performances, potentially replacing assets
f. Presents educational sessions for company employees
 Identifies what needs to be disclosed to plan beneficiaries
and how this information will be delivered
K
 eeps records of all communications and due diligence
processes
Wealth Planning for the Modern Physician and Wealth Management Made Simple are available free in print or by e-book
download: Text DT21 to 844-418-1212 or at ojmbookstore.com, and enter code DERM at checkout.

#4

THERE IS NO COFIDUCIARY TO
SHARE POTENTIAL LIABILITY FOR THE
PLAN AND ITS MANAGEMENT.

Stock.Adobe.com/ greenbutterfly

Medical practices, as employers, have a fiduciary duty to their employees to prudently
manage the QRP. If they do not, they can face
significant liability. As just 1 example, The
University of Chicago agreed to pay $6.5 million to settle a class action alleging that it
failed its fiduciary duty to employees in ways
that forced them to pay excessive fees in their
retirement plan.
Moreover, such liability typically is not
covered by malpractice or general liability
insurance. Many QRPs elect to have additional fiduciary liability insurance, which
helps protect against claims of misman-
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agement of a company’s retirement plan(s).
(Unlike a fidelity bond, fiduciary liability
insurance is not required by ERISA or any
federal statute.)
Given this potential liability for the practice—and that any of the other 3 pitfalls could,
in fact, cause such liability—adding a cofiduciary to a practice’s QRP is highly recommended. This can be accomplished through
a 3(21) cofiduciary role or the 3(38) designation, which provides sole discretionary decision-making to a third-party investment manager. A 3(21) investment adviser works with
the plan’s trustees to recommend the investment lineup but does not have discretion over
plan investments. If the practice prefers to
maintain control of their plan’s investments,

they would want to work with a 3(21) adviser.
If the goal is to fully limit fiduciary liability,
they would choose a 3(38) investment adviser,
who has the discretion and authority to manage the fund lineup.
CONCLUSION

To avoid common pitfalls and implement
best practices for your QRP, it is imperative to have a third party periodically audit
the plan through an independent benchmark
study. This is a fundamental step toward prudent QRP management and peace of mind for
employers. In addition to presenting changes
that can reduce fees, costs, and conflicts, this
audit can help reduce potential liability exposure for the practice and its owners.
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Quick TAKES
Infantile acne is more concerning than
neonatal acne because it can cause scarring
and raises the risk of adolescent acne.

Midchildhood acne can signal endocrinologic
disorders such as tumors, Cushing syndrome,
and premature adrenarche.

Pediatric transgender patients on testosterone
who have moderate to severe acne may have an
increased risk of depression and anxiety.

MAUI
DERM
2021

Watch Out for Red
Flags in Pediatric Acne
Which is more worrisome, neonatal or infantile acne? An expert answered this question
and more during Maui Derm NP + PA Fall 2021’s update on acne and rosacea.

D

iagnosing and treating preadolescent acne requires detailed understanding of its presentation from the
neonatal period through preadolescence, as well as knowing when acne could signal underlying health issues such as endocrine
disorders, Raegan Hunt, MD, PhD, service
chief of pediatric dermatology at Texas Children’s Hospital and assistant professor of dermatology and pediatrics at Baylor College of Medicine, both in Houston, said in a Maui Derm NP
+ PA Fall 2021 session on pediatric acne.1
Neonatal (0-1.5 months) acne does not present with comedones or cysts and/or carry a risk
of scarring. This common papulopustular eruption is self-resolving, and gentle cleansers and topical antifungal medications can help the skin clear
more rapidly, Hunt explained.
On the other hand, infantile acne is uncommon, appearing more frequently in boys, with an
onset from 1.5 to 12 months and a greater likelihood of scarring. It is also
associated with
a higher risk of
adolescent acne
and does produce comedones, inflam-

1-7 years

Age at onset of midchildhood
acne, a possible warning
sign of health issues
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matory papules, acne cysts, and nodules.
Typical treatment, according to Hunt,
includes topical medications such as benzoyl peroxide, retinoids, and azelaic acid or systemic medications like erythromycin. Trimethoprim/sulfamethoxazole can be used in patients older than
3 months. For severe treatment-resistant cases,
off-label use of isotretinoin should be considered.
Because infants (0-3 months) cannot swallow capsules, Hunt explained, if isotretinoin is
prescribed for painful or cystic scarring acne in
this age group, the oily medication vehicle must
be removed from the capsule with a syringe and
given by mouth, or the capsule can be frozen, cut,
and hidden in food, as appropriate.
Infantile acne is typically not associated with
an endocrinopathy, so a laboratory work-up
for endocrinologic abnormality is not usually
needed, Hunt said. However, she advised looking for signs of accelerated growth and advanced
Tanner staging and, if abnormal, considering laboratory evaluation
Next question addressed: When is preadolescent acne of most concern? Midchildhood
acne can be a sign of a much deeper issue; it is
often associated with endocrinologic disorders,
such as a tumor, Cushing syndrome, or premature adrenarche, Hunt said. Patients in this age
group require an endocrine laboratory work-up.
Recommended tests include follicle-stimulating
hormone, luteinizing hormone, dehydroepiandrosterone sulfate, cortisol, free and total testosterone, and 17-hydroxyprogesterone, as well as a
bone age x-ray.
Clinical findings of midchildhood acne
include comedones, inflammatory papules, and
nodules with an onset from ages 1 year to 7 years.
It poses a risk of scarring, and treatment includes

topical retinoids, benzoyl peroxide, and topical
and oral antibiotics. Hunt emphasized that tetracycline derivatives should be avoided in patients
younger than 8 years.
Preadolescent acne has the same clinical findings, treatment, and risk of scarring as midchildhood acne, but the onset of lesions begins between
ages 8 and 12 years and is usually normal, not a
sign of a more serious health concern. For this
patient group, an endocrine work-up is not typically needed, according to Hunt.
She described a case of an 11-year-old boy on
adalimumab for Crohn’s disease who had numerous pustules on the nose and rare inflammatory
papules and comedones elsewhere on the face.
The patient had failed treatment with topical retinoids and topical antibiotics, including doxycycline, and had a poor response to intralesional triamcinolone injection. The patient’s gastroenterologist advised against additional oral antibiotics
or isotretinoin.
For children with prominent pustules on the
nose that do not clear with traditional acne treatments, demodicosis may be the correct diagnosis,
Hunt said. She treated this patient’s case with 2
doses of about 200 µg/kg oral ivermectin 1 week
apart and topical permethrin 5% cream once daily
for 1 week.
Although Demodex colonization burden is
lower in childhood and increases with age, Hunt
said, demodicosis can occur in pediatric patients
and may be associated with disorders such as
Langerhans cell histiocytosis, leukemia, lymphoma, and HIV in children. Demodicosis may
secondarily exacerbate pediatric periorificial dermatitis, she added.
For full list of references and disclosures, see dermatologytimes.com
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For clinicians who treat patients with atopic dermatitis
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A KEY SUSPECT BEHIND
SIGNS AND SYMPTOMS
OF ATOPIC DERMATITIS

INVESTIGATE NOW
ADKeySuspect.com
Not an actual patient. For illustrative purposes only.
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Look closer at
how Th2 cytokines,
including IL-13,
drive skin
inflammation.1
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Quick TAKES
Survey reveals 25% of participants rank cost as the
biggest challenge to accessing “ideal treatment.”

More research is needed on hand
eczema in pediatric patients.

Emerging comorbidities range from
cardiovascular disease to anxiety.

Experts Pick
Top 8 AD Trends
New therapies raise patient expectations for fast efficacy,
lower costs, and fewer adverse effects.
JOHN JESITUS | Staff Correspondent

O

ngoing advances in atopic dermatitis (AD) treatment appear to have
raised many patients’ expectations. Yet dermatologists must continue reaching out to patients who have abandoned hope of effective treatment, according to
2 experts. Amid these dynamics, here are their
top 8 recent and ongoing advances to watch in
treating AD and eczema.

#1

PIPELINE OF HOPE

“It remains an exciting time in atopic
dermatitis, and potentially an incredibly interesting year ahead. We’re at this time period with
a bolus of new drugs probably coming into the
hands of specialists,” said Lawrence F. Eichenfield, MD. He is a Distinguished Professor of
Dermatology and Pediatrics at the University
of California San Diego and Rady Children’s
Hospital-San Diego in California.
The approval of crisaborole (Eucrisa; Pfizer)
for the age of 3 months marks the first nonsteroidal topical agent for patients this young, Eichenfield said. Similarly, he said, approval of dupilumab (Dupixent; Sanofi and Regeneron Pharmaceuticals), the first nonsteroidal systemic therapy for eczema down to age 6, makes pediatric
dermatologists eager to see results of trials investigating potential label expansion down to age 2
or lower (eg, NCT03346434).
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Oral JAK inhibitors abrocitinib (PF04965842; Pfizer), baricitinib (Olumiant; Eli
Lilly and Company), and upadacitinib (Rinvoq; AbbVie), are awaiting FDA approval and
labeling. A September 1, 2021, FDA decision to
require warnings of serious health risks on JAK
inhibitor tofacitinib (Xeljanz; Pfizer), which is
used to treat rheumatoid arthritis among other
conditions, delivered a setback.
The decision was expanded to include baricitinib and upadacitinib in the warning mandate.
Although these 2 drugs were not studied in large
safety trials like tofacitinib and the risks have not
been fully evaluated, the FDA included them in
the decision to require the warnings about the
risks of serious infections, mortality, malignancy,
major adverse cardiovascular events and thrombosis, because they share a similar mechanism of
action with tofaticinib.1, 2
However, on September 21, 2021, the FDA
approved the first and only topical JAK inhibitor for the treatment of AD. The approval of
ruxolitinib (Opzelura; Incyte) from the Topical
Ruxolitinib Evaluation in AD (TRuE-AD) clinical program “showed patients experienced significantly clearer skin and itch reduction when
treated with Opzelura cream 1.5% twice daily
(BID), compared to vehicle (nonmedicated
cream)”, according to a company press release.3
Ruxolitinib is approved for the short-term

and noncontinuous chronic treatment of mild
to moderate AD in nonimmunocompromised
patients 12 years and older whose disease is not
adequately controlled with topical prescription
therapies, or when those therapies are not advisable, according to the Incyte statement.
Although the most common (≥1%) treatment-emergent adverse events (TRAEs) in
patients treated with ruxolitinib were nasopharyngitis, diarrhea, bronchitis, ear infection, eosinophil count increase, urticaria, folliculitis, tonsillitis, and rhinorrhea,3 the FDA required this
topical to include the boxed warnings seen with
JAK inhibitors for inflammatory conditions. In
coming months, added Peter Lio, MD, dermatologists must find ways to best understand these
new treatments and how to optimize their use.
“Beyond the JAK inhibitors, we have new topical agents, new systemic agents, and a very robust
research pipeline that is looking at nerve endings
and the microbiome as well,” said Lio, clinical
assistant professor of dermatology and pediatrics
at Northwestern University Feinberg School of
Medicine in Chicago, Illinois.4

#2

RAISING THE STAKES

“We don’t just have growth in our
armamentarium of therapy,” Eichenfield said.
“We have a continued movement in having
patients come to the dermatologist with expec-
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SIGNIFICANT BARRIERS TO RECEIVING IDEAL TREATMENT
25%

Cost of treatment is too high/not affordable

22%

I don’t feel like I know enough about treatment options available

19%

My doctor does not seem to offer treatments that work for me
Difficulty making appointments to see my doctor in person

18%

It's hard for me to fully express my treatment needs with my doctor

18%

Co-pay/cost to see doctor is too high/not affordable

18%
16%

Ability to travel to and from doctor appointments
Difficulty accessing my doctor virtually/through telehealth appointments

tations for improved therapy.”
Lio said that with safer, more effective treatments comes a higher “treat-to-target” responsibility. “ The goal is no longer to hand-hold while
patients suffer, but to truly aim for clear or almost
clear, and to do so safely without overreliance on
corticosteroids.5
According to a recent Health Union survey
of 770 patients with eczema, only 28% believe
their eczema is extremely well controlled; a similar proportion say it is poorly or not controlled.6
Additionally, 70% of topical corticosteroids users
are not satisfied with their results.
“From a patient standpoint,” Eichenfield
said, “there’s a tremendous desire and need for
better therapy.” To reach patients who have not
sought eczema treatment in years, he said that—
love or loathe them—direct-to-consumer ads for
eczema treatments can make patients reconsider
visiting their doctors. Simultaneously, he said,
dermatologists must educate pediatricians, family practitioners, and internists that as specialists’
appreciation of eczema’s impact has grown, so
has their ability to manage the disease.

#3

STEERING ECZEMA’S CLINICAL
COURSE

“While still speculative, there is increasing
suspicion that good disease control could not
only have a disease-modifying effect on AD,
but may also help minimize the development
of other allergic conditions such as food allergies, which are thought to be mediated via the
skin,” Lio said.
In pivotal AD trials of dupilumab,7-11 which is
approved for severe asthma to age 12, investigators did not record treatment impact on asthma.
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15%

“But in our clinical experience,” said Eichenfield, “it’s been incredible, especially in our 6- to
18-year-olds.” He counsels kids with asthma who
go on dupilumab not to stop their asthma medicines suddenly. However, many such patients
report that their asthma improves so much that
they require less asthma medication.

92%
OF SURVEY TAKERS ARE
CURRENTLY USING A
TOPICAL TREATMENT
AND/OR PRESCRIPTION
Meanwhile, said Eichenfield, it remains
unclear how much of other known and emerging
AD comorbidities stems from prolonged disease
or long-term treatment effects. For example, he
said, no one knows whether osteoporosis occurs
secondary to eczema itself, or to past corticosteroid use. Similar knowledge gaps exist regarding
emerging comorbidities ranging from anxiety to
cardiovascular disease.

SOURCE: HEALTH UNION

#4

BODY REGIONS MATTER

A significant proportion of patients
who otherwise do well on dupilumab continue
to have refractory eczema in high-impact areas
such as the face and hands, Eichenfield said.
Regarding the face, he is eager to see whether
newer nonsteroidal topicals such as topical ruxolitinib, or alternative therapies such as oral JAK
inhibitors, will help. It is also unknown whether
newer biologics such as the IL-13 inhibitors lebrikizumab (Eli Lilly and Company) and tralokinumab (Adtralza; LEO Pharma), or nemolizumab (Galderma), which targets itch via IL-31,
will benefit these patients, he said.
Although chronic hand eczema in children
and adolescents remains a significant issue in
clinical practice, Eichenfield added, very few
studies address this complex condition. However, the oral JAK1-3/TYK2 and spleen tyrosine kinase (Syk) inhibitor gusacitinib (ASN002;
Asana BioSciences) is being studied under the
FDA fast-track designation in chronic hand
eczema, as is the topical JAK1-3/TYK2 inhibitor delgocitinib (LEO Pharma).

#5

AD: MULTIPLE DISEASES?

“AD is likely not 1 single disease,”4 Lio
said. “There are variations across demographics, but even within the same group, there are
differences in presentation.” Accordingly, he
said, there is a push to consider eczema a spectrum of disease—at least until dermatologists
have molecular biomarkers that can foster truly
personalized medicine.12
Eichenfield added, “We have patients with
very severe AD who are essentially clear within
TOP AD TRENDS CONTINUES ON PAGE 24
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INDICATIONS AND USAGE
ZILXI (minocycline) topical foam, 1.5% is a
tetracycline-class drug indicated for the treatment
of inflammatory lesions of rosacea in adults.
Limitations of Use: This formulation of minocycline
has not been evaluated in the treatment of
infections. To reduce the development of drugresistant bacteria as well as to maintain the
effectiveness of other antibacterial drugs, ZILXI
should be used only as indicated.
IMPORTANT SAFETY INFORMATION
Contraindications
Persons who have shown hypersensitivity to
any of the tetracyclines or any other ingredient
in ZILXI.
Warnings and Precautions
Flammability: The propellant in ZILXI is flammable.
Instruct the patient to avoid fire, flame, and smoking
during and immediately following application.
ZILXI is a topical foam. While systemic absorption
of ZILXI is low, and serious adverse reactions were
not seen in clinical studies, the following adverse
reactions associated with oral minocycline should
be considered:
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Take on inﬂammatory lesions
of rosacea from the top down.
Visit ZilxiHCP.com to learn more.

IMPORTANT SAFETY INFORMATION, CONTINUED
• Teratogenic effects, inhibition of bone growth &
permanent tooth discoloration: Use during the
second and third trimesters of pregnancy, infancy
and childhood up to the age of 8 years may cause
permanent discoloration of the teeth (yellow-graybrown) and reversible inhibition of bone growth.
• Clostridioides difficile associated diarrhea
(CDAD): If CDAD occurs, discontinue ZILXI.
• Hepatotoxicity & metabolic effects: If renal
impairment exists or if liver injury suspected,
discontinue ZILXI.
• Central nervous system effects: Patients
experiencing light-headedness, dizziness or
vertigo should be cautioned about driving
vehicles or operating heavy machinery.
• Intracranial hypertension: Clinical manifestations
include headache, blurred vision, diplopia, and
vision loss. Discontinue ZILXI immediately if
symptoms occur.
• Autoimmune syndromes: Symptoms may be
manifested by fever, rash, arthralgia, and malaise.
Discontinue ZILXI immediately if symptoms occur.
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The ﬁrst time minocycline has been
approved for rosacea
Zilxi is the ﬁrst and only topical minocycline proven effective
in adult patients with inﬂammatory lesions of rosacea1*
• Evaluated in 2 large, 12-week phase 3 trials (N=1522)
• Signiﬁcantly reduced inﬂammatory lesion count by Week 12
• Demonstrated improvement in IGA treatment success by Week 12

Proven safe and well-tolerated on already-sensitive skin1

• The most commonly reported adverse reaction was diarrhea (1%)
• Zilxi was well-tolerated throughout the treatment period

Delivered in a gentle, proprietary foam vehicle

• Leverages Molecule Stabilizing Technology (MST)™ for stable
topical delivery2,3
• Contains naturally moisturizing ingredients,4 is surfactant-free,
and does not contain drying agents, such as ethyl alcohol1†

IMPORTANT SAFETY INFORMATION, CONTINUED
• Photosensitivity: Patients should minimize or
avoid exposure to natural or artificial sunlight while
using ZILXI. Advise patients to discontinue
treatment with ZILXI at the first evidence of
sunburn.
• Hypersensitivity reactions: Discontinue ZILXI
immediately if symptoms of anaphylaxis, serious
skin reactions, erythema multiforme, and drug
reaction with eosinophilia and systemic symptoms
(DRESS) syndrome occur.
• Tissue hyperpigmentation: Discoloration of organs,
including nails, bone, skin, eyes, thyroid, visceral
tissue, oral cavity (teeth, mucosa, alveolar bone),
sclerae and heart valves.
• Superinfection: Overgrowth of non-susceptible
organisms, including fungi. If superinfection occurs,
discontinue ZILXI and institute appropriate therapy.
Adverse Reactions
The most common adverse reaction reported during
clinical trials of ZILXI was diarrhea.
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IGA=Investigator’s Global Assessment
*Co-primary endpoints at Week 12 were: absolute change from
baseline in inflammatory lesion count and IGA treatment success.
IGA treatment success was defined as an IGA score of 0 or 1 (clear
or almost clear) and at least a 2-grade improvement (decrease)
from baseline. Patients were included if they had 15-75 facial
lesions (papules and pustules), no more than 2 facial nodules, and
an IGA score of moderate or severe (grade 3 or 4) (N=1522).1
†Zilxi 1.5% topical foam contains the following inactive ingredients:
soybean oil, coconut oil, light mineral oil, cyclomethicone,
cetostearyl alcohol, stearic acid, myristyl alcohol, hydrogenated
castor oil, white wax (beeswax), stearyl alcohol, docosanol, and
propellants (butane + isobutane + propane).1
REFERENCES: 1. ZILXI™ (minocycline) topical foam, 1.5% Prescribing
Information. Bridgewater, NJ: Foamix Pharmaceuticals Inc; 2020.
2. Hazot Y, et al. J Anal Pharm Res. 2017;4(5):00117. 3. Tamarkin D.
Foam: a unique delivery vehicle for topically applied formulations.
In: Dayan N, ed. Handbook of Formulating Dermal Applications: A
Definitive Practical Guide. Beverly, MA: Scrivener Publishing LLC;
2017:233-260. 4. Lin TK, et al. Int J Mol Sci. 2017;19(1):70. doi:
10.3390/ijms19010070.

Please see Brief Summary of Prescribing Information
for ZILXI on the following pages.
Zilxi is a trademark of an affiliate of VYNE Therapeutics Inc.
© 2020 VYNE Therapeutics Inc. All rights reserved.
COM-ZIL-US-200041 09/2020
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ZILXI™ (minocycline) topical foam, 1.5%
BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION.
PLEASE SEE FULL PRESCRIBING INFORMATION.
INDICATION
ZILXI is indicated for the treatment of inflammatory lesions of rosacea in adults.
Limitations of Use: This formulation of minocycline has not been evaluated in the
treatment of infections. To reduce the development of drug-resistant bacteria as
well as to maintain the effectiveness of other antibacterial drugs, ZILXI should be
used only as indicated.
CONTRAINDICATIONS
This drug is contraindicated in persons who have shown hypersensitivity to any
of the tetracyclines or any other ingredients within ZILXI.
WARNINGS AND PRECAUTIONS
• Flammability: The propellant in ZILXI is flammable. Instruct the patient to
avoid fire, flame, and smoking during and immediately following application.
Do not puncture and/or incinerate the containers. Do not expose containers to
heat and/or store at temperatures above 120°F (49°C).
• Teratogenic Effects: Minocycline, like other tetracycline-class drugs, may
inhibit bone growth when administered orally during pregnancy. Based on
animal data, when administered orally, tetracyclines cross the placenta, are
found in fetal tissues, and can cause skeletal malformation and retardation of
skeletal development on the developing fetus.
• Tooth Discoloration: The use of tetracycline class drugs orally during
tooth development (second and third trimesters of pregnancy, infancy, and
childhood up to the age of 8 years) may cause permanent discoloration of
the teeth (yellow-gray-brown). This adverse reaction is more common during
long-term oral use of the tetracycline but has been observed following
repeated short-term courses. Enamel hypoplasia has also been reported with
oral tetracycline drugs. Use of tetracycline drugs is not recommended during
tooth development.
• Inhibition of Bone Growth: All tetracyclines form a stable calcium complex in
any bone-forming tissue. A decrease in fibula growth rate has been observed
in premature human infants given oral tetracycline in doses of 25 mg/kg
every 6 hours. This reaction was shown to be reversible when the drug was
discontinued. Results of animal studies indicate that oral tetracyclines cross
the placenta, are found in fetal tissues, and can cause retardation of skeletal
development on the developing fetus. Evidence of embryotoxicity has been
noted in animals treated orally early in pregnancy.
• Clostridioides difficile Associated Diarrhea: Clostridioides difficile associated
diarrhea (CDAD) has been reported with nearly all antibacterial agents,
including oral minocycline, and may range in severity from mild diarrhea to
fatal colitis. Treatment with antibacterial agents alters the normal flora of the
colon leading to overgrowth of C. difficile. C. difficile produces toxins A and B
which contribute to the development of CDAD. Hypertoxin producing strains
of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must
be considered in all patients who present with diarrhea following antibiotic
use. Careful medical history is necessary since CDAD has been reported to
occur over two months after the administration of antibacterial agents. If CDAD
is suspected or confirmed, antibiotic use not directed against C. difficile may
need to be discontinued. Appropriate fluid and electrolyte management, protein
supplementation, antibiotic treatment of C. difficile, and surgical evaluation
should be instituted as clinically indicated.
• Hepatotoxicity: Post-marketing cases of serious liver injury, including
irreversible drug-induced hepatitis and fulminant hepatic failure (sometimes
fatal) have been reported with oral minocycline use.
• Metabolic Effects: The anti-anabolic action of the tetracyclines may cause an
increase in blood urea nitrogen (BUN). In patients with significantly impaired
function, higher serum levels of tetracycline-class drugs may lead to azotemia,
hyperphosphatemia, and acidosis. If renal impairment exists, recommended
oral or parenteral doses may lead to excessive systemic accumulations of
the drug and possible liver toxicity. Under such conditions, adjust the dose
downward, and if therapy is prolonged, serum level determinations of the drug
may be advisable.
• Central Nervous System Effects: Central nervous system side effects
including light-headedness, dizziness or vertigo have been reported with
oral minocycline therapy. Patients who experience these symptoms should
be cautioned about driving vehicles or using hazardous machinery while on
minocycline therapy. These symptoms may disappear during therapy and may
disappear when the drug is discontinued.
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• Intracranial Hypertension: Intracranial hypertension has been associated
with the use of tetracycline-class drugs. Clinical manifestations of intracranial
hypertension include headache, blurred vision, diplopia and vision loss;
papilledema can be found on fundoscopy. Women of childbearing age who are
overweight or have a history of IH are at a greater risk for developing intracranial
hypertension. Patients should be questioned for visual disturbances prior to
initiation of treatment with tetracyclines. Concomitant use of isotretinoin and
tetracycline should be avoided because isotretinoin, a systemic retinoid, is also
known to cause intracranial hypertension. Although intracranial hypertension
typically resolves after discontinuation of treatment, the possibility for
permanent visual loss exists. If visual disturbance occurs during treatment,
prompt ophthalmologic evaluation is warranted. Because intracranial pressure
can remain elevated for weeks after drug cessation, patients should be
monitored until they stabilize.
• Autoimmune Syndromes: Tetracyclines have been associated with the
development of autoimmune syndromes. The long-term use of oral minocycline
has been associated with drug-induced lupus-like syndrome, autoimmune
hepatitis and vasculitis. Sporadic cases of serum sickness have presented
shortly after oral minocycline use. Symptoms may be manifested by fever, rash,
arthralgia, and malaise. In symptomatic patients, immediately discontinue the
use of all tetracycline-class drugs, including ZILXI.
• Photosensitivity: Photosensitivity manifested by an exaggerated sunburn
reaction has been observed in some individuals taking oral tetracyclines; this
reaction has been reported less frequently with minocycline. Although ZILXI did
not induce phototoxicity or photoallergic responses in human dermal safety
studies, patients should minimize or avoid exposure to natural or artificial
sunlight (tanning beds or UVA/B treatment) while using minocycline. If patients
need to be outdoors while using ZILXI, they should wear loose-fitting clothes
that protect skin from sun exposure and discuss other sun protection measures
with their physician. Advise patients to discontinue treatment with ZILXI at the
first evidence of sunburn.
• Serious Skin/Hypersensitivity Reaction: Cases of anaphylaxis, serious skin
reactions (e.g. Stevens Johnson syndrome), erythema multiforme, and drug
reaction with eosinophilia and systemic symptoms (DRESS) syndrome have
been reported postmarketing with oral minocycline use. DRESS syndrome
consists of cutaneous reaction (such as rash or exfoliative dermatitis),
eosinophilia, and one or more of the following visceral complications such
as: hepatitis, pneumonitis, nephritis, myocarditis, and pericarditis. Fever and
lymphadenopathy may be present. In some cases, death has been reported
with oral minocycline use. If this syndrome is recognized, discontinue ZILXI
immediately.
• Tissue Hyperpigmentation: Oral tetracyclines are known to cause
hyperpigmentation. Tetracycline therapy may induce hyperpigmentation in
many organs, including nails, bone, skin, eyes, thyroid, visceral tissue, oral
cavity (teeth, mucosa, alveolar bone), sclerae and heart valves. Skin and oral
pigmentation has been reported to occur independently of time or amount of
drug administration, whereas other tissue pigmentation has been reported
to occur upon prolonged administration. Skin pigmentation includes diffuse
pigmentation as well as pigmentation over sites of scars or injury.
• Development of Drug-Resistant Bacteria: ZILXI has not been evaluated in the
treatment of infections. Bacterial resistance to the tetracyclines may develop
in patients using ZILXI, therefore, the susceptibility of bacteria associated with
infection should be considered in selecting antimicrobial therapy. Because of
the potential for drug-resistant bacteria to develop during the use of ZILXI, it
should be used only as indicated.
• Superinfection/Potential for Microbial Overgrowth: Use of ZILXI may result
in overgrowth of non-susceptible organisms, including fungi. If superinfection
occurs, discontinue ZILXI and institute appropriate therapy.
ADVERSE REACTIONS
• Clinical Trials Experience: Because clinical trials are conducted under widely
varying conditions, adverse reaction rates observed in the clinical trials of a
drug cannot be directly compared to rates in the clinical trials of another drug
and may not reflect the rates observed in practice. In three (two Phase 3 and
one Phase 2) multicenter, randomized, double-blind, vehicle-controlled trials,
adult subjects applied ZILXI or vehicle once daily for 12 weeks. A total of 1,087
subjects were treated with ZILXI and 591 with vehicle. The majority of subjects
were White (97%) and female (70%). Approximately 67% were non-Hispanic/
Latino. The mean age was 50.0 years and ages ranged from 18 to 86 years.
• The most common adverse reaction reported by ≥1% of subjects treated with
ZILXI and more frequently than in subjects treated with vehicle was diarrhea
(1% vs. 0%), respectively.
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• During the two Phase 3 trials, local tolerability evaluations were conducted at
each study visit by assessment of erythema, telangiectasia, burning/stinging,
flushing/blushing, dryness, itching, peeling and hyper-pigmentation. Subjects
treated with ZILXI had improved local tolerability signs and symptoms at Week
12 when compared with corresponding baseline values. These occurred at a
similar frequency and severity as subjects treated with the vehicle component
of ZILXI. The local tolerance assessments in ZILXI patients (N = 1,008, of
which 897 had local tolerability assessments at week 12) by incidence rate
(%) and severity grade were as follows (mild, moderate, severe): erythema
(36.2%, 18.3%, 0.7%), Telangiectasia (61.0%, 18.8%, 0%), burning/stinging
(13.3%, 2.8%, 0%), flushing/blushing (39.0%, 9.6%, 0.9%), dryness (23.9%,
4.0%, 0.1%), itching (20.0%, 3.3%, 0%), skin peeling (16.1%, 1.9%, 0.1%),
and hyperpigmentation (22.5%, 2.8%, 0%). Hyperpigmentation was most
frequently assessed as characteristic of inflammatory and post-inflammatory
changes associated with inflammatory lesions of rosacea. In a 40-week
open-label extension safety study (for a total of up to 52 weeks of treatment)
[NCT03276936], frequency and severity of local tolerability signs and symptoms
at Week 52 were comparable to those reported at Week 12.
DRUG INTERACTIONS
• Anticoagulants: Because tetracyclines have been shown to depress plasma
prothrombin activity, patients who are on anticoagulant therapy may require
downward adjustment of their anticoagulant dosage.
• Penicillin: Since bacteriostatic drugs may interfere with the bactericidal
action of penicillin, it is advisable to avoid giving tetracycline-class drugs in
conjunction with penicillin.
• Drug/Laboratory Test Interactions: False elevations of urinary catecholamine
levels may occur due to interference with the fluorescence test.
USE IN SPECIFIC POPULATIONS
• Pregnancy: Risk Summary: Available data with ZILXI use in pregnant women
are insufficient to evaluate for a drug-associated risk of major birth defects,
miscarriage or other adverse maternal or fetal outcomes. Systemic absorption
of ZILXI in humans is low following once daily topical administration of ZILXI
under maximal clinical use conditions. Because of low systemic exposure, it is
not expected that maternal use of ZILXI will result in significant fetal exposure
to the drug. Tetracycline-class drugs may cause permanent discoloration of
teeth and reversible inhibition of bone growth when administered orally during
pregnancy. Animal reproduction studies were not conducted with ZILXI. In
animal reproduction studies, oral administration of minocycline administered to
pregnant rats and rabbits during organogenesis induced skeletal malformations
in fetuses at systemic exposures of 2,000 and 1,300 times, respectively, the
maximum recommended human dose (MRHD based on AUC comparison) of
ZILXI (see Data). The estimated 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 2-4% and 15-20%,
respectively.
• Data: Animal Data: Results of animal studies indicate that tetracyclines
cross the placenta, are found in fetal tissues, and can cause retardation of
skeletal development of the developing fetus. Minocycline induced skeletal
malformations (bent limb bones) in fetuses when orally administered to
pregnant rats and rabbits during the period of organogenesis at doses of
30 mg/kg/day and 100 mg/kg/day, respectively, (2,000 and 1,300 times,
respectively, the systemic exposure at the MRHD based on AUC comparison).
Reduced mean fetal body weight was observed when minocycline was orally
administered to pregnant rats during the period of organogenesis at a dose of
10 mg/kg/day (680 times the systemic exposure at the MRHD based on AUC
comparison).
• Minocycline was assessed for effects on peri- and post-natal development of
rats in a study that involved oral administration to pregnant rats during the
period of organogenesis through lactation, at doses of 5, 10, or 50 mg/kg/day.
In this study, body weight gain was significantly reduced in pregnant females
that received 50 mg/kg/day (1,700 times the systemic exposure at the MRHD
based on AUC comparison). No effects of treatment on the duration of the
gestation period or the number of live pups born per litter were observed. Gross
external anomalies observed in F1 pups (offspring of animals that received
oral minocycline) included reduced body size, improperly rotated forelimbs,
and reduced size of extremities. No effects were observed on the physical
development, behavior, learning ability, or reproduction of F1 pups, and there
was no effect on gross appearance of F2 pups (offspring of F1 animals).
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• Lactation: Risk Summary: Tetracycline-class drugs, including minocycline, are
present in breast milk following oral administration. It is not known whether
minocycline is present in human milk after topical administration to the nursing
mother. There are no data on the effects of minocycline on milk production.
Because of the potential for serious adverse reactions, advise patients that
breastfeeding is not recommended during treatment with ZILXI.
• Pediatric Use: The safety and effectiveness of ZILXI for the treatment of
inflammatory lesions of rosacea have not been evaluated in pediatric patients.
• Geriatric Use: There were 278 subjects aged 65 or older in the clinical
trials of ZILXI (16.6% of 1,678 subjects). No overall differences in safety or
effectiveness were observed between these subjects and younger subjects, and
other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older
individuals cannot be ruled out.
NONCLINICAL TOXICOLOGY
• Carcinogenesis, Mutagenesis, Impairment of Fertility: In a carcinogenicity
study in which minocycline hydrochloride was orally administered to male
and female rats once daily for up to 104 weeks at dosages up to 200 mg/kg/
day, minocycline hydrochloride was associated in both sexes with follicular
cell tumors of the thyroid gland, including increased incidences of adenomas,
carcinomas and the combined incidence of adenomas and carcinomas in males,
and adenomas and the combined incidence of adenomas and carcinomas in
females. In a carcinogenicity study in which minocycline hydrochloride was
orally administered to male and female mice once daily for up to 104 weeks at
dosages up to 150 mg/kg/day, exposure to minocycline hydrochloride did not
result in a significantly increased incidence of neoplasms in either males or
females. Minocycline was not mutagenic in vitro in a bacterial reverse mutation
assay (Ames test) or CHO/HGPRT mammalian cell assay in the presence or
absence of metabolic activation. Minocycline was not clastogenic in vitro using
human peripheral blood lymphocytes or in vivo in a mouse micronucleus test.
• Male and female reproductive performance in rats was unaffected by oral doses
of minocycline of up to 300 mg/kg/day (27,500 times the systemic exposure
at the MRHD based on AUC comparison). However, oral administration of
100 or 300 mg/kg/day of minocycline to male rats (10,000 or 27,500 times,
respectively, the systemic exposure at the MRHD based on AUC comparison),
adversely affected spermatogenesis. Effects observed at 300 mg/kg/day of oral
minocycline included a reduced number of sperm cells per gram of epididymis,
an apparent reduction in the percentage of sperm that were motile, and (at 100
and 300 mg/kg/day) increased numbers of morphologically abnormal sperm
cells. Morphological abnormalities observed in sperm samples included absent
heads, misshapen heads, and abnormal flagella.
• HANDLING: Allow the can to warm to room temperature before first use. Shake
can well before use.
• WARNING: Flammable. Avoid fire, flame, or smoking during and immediately
following application. Contents under pressure. Do not puncture or incinerate.
Do not expose to heat or temperatures above 49°C (120°F).
For more information, including the FDA-approved Prescribing Information, go to
www.ZILXI.com or call 1-844-375-3673.
ZILXI is a trademark of an affiliate of VYNE Therapeutics Inc. All other trademarks
are the properties of their respective owners.

© 2020 VYNE Therapeutics Inc. All rights reserved.

11/1/21 10:17 AM

Access

trusted
content

from Dermatology Times®

every day
Digital Edition

Explore our archive of digital content for
information at your fingertips.

Subscribe to eNews
Receive quick and easy access to
our new content every week.

dermatologytimes.com/enews

DT1121_020B-023B_033B_HouseAds.indd 23

11/1/21 10:18 AM

24

atopic dermatitis

NOVEMBER 2021

DermatologyTimes®

 Top AD Trends FROM PAGE 19
6 to 9 months of dupilumab.” But others remain
stuck at 40% to 50% improvement. “And with
our biologic and oral agents, we are not yet at the
point where we can, based on clinical findings,
history, or biomarker, predict who are going to
be the high responders. Wouldn’t it be nice in
the future to have the ability to distinguish who’s
going to do best with each drug?” Investigators
developing systemic eczema drugs continue to
seek potential biomarkers of response, he said,
but have yet to find any reliable ones.
“The inflammation of AD changes over time,
with chronic lesions being a bit different than
acute lesions,” Lio added. Although experts are
on early stages of understanding these variations,
he said, these differences may one day have treatment implications as well.

#6

TRIGGERS ARE EVERYWHERE

“The environment has a clear impact
on AD,” Lio said. “Most recently, we have seen
disease flaring in the wake of wildfires.13 This
suggests that we need to put more focus on the
patient environment going forward.”
In the survey,6 more than 60% of respondents reported experiencing triggers ranging from
strong emotions to foods and fabrics. However,
only 45% say that their main health care provider discusses triggers and lifestyle changes
with them. In a separate question, dermatologists (noted by 47% of patients) were more likely
to discuss triggers and lifestyle changes than were
primary care and family physicians (36%).

#7

SKIN OF COLOR (SOC)

“Dermatologists are very aware that
patients with skin of color may have variations
in the presentation of AD and have many more
issues with postinflammatory hypo- and hyperpigmentation,” said Eichenfield. Consistent
data show that Black patients may present with
more lichenified and/or lichenoid dermatitis, as
well as prurigo lesions.14,15 “These manifestations take longer for clinical response whether
one is using a topical or systemic agent,” he said.

Eichenfield added that leading dermatologists whose interests in SOC and AD overlap are
confident that new topical and systemic agents,
combined with traditional agents where appropriate, will effectively manage patients with SOC.

“…With our biologic and

oral agents, we are not yet
at the point where we can,
based on clinical findings,
history, or biomarker, predict
who are going to be the high
responders. Wouldn’t it be nice
in the future to have the ability
to distinguish who’s going to do
best with each drug?”
Lawrence F. Eichenfield, MD
San Diego, California

#8

MULTIDISCIPLINARY MANTRA

Dermatologists increasingly recognize that the complexity of AD requires multifaceted expertise. The multidisciplinary AD
program at Rady Children’s Hospital includes
evaluations by dermatologists, allergists, and
clinical pharmacists, along with extended
appointments. Eichenfield said that his experience with the program “has shown me the benefit of a holistic approach, beyond just caring
for the skin, in terms of helping patients do better with the disease, as well as feel better about
their disease.”
Specifically, he said, teamwork helps providers better handle AD education. “It’s way harder

than most other diseases in terms of explaining
the background, the expected course, and how
the different therapies fit in. It takes more time
than we usually have to get patients understanding their disease. Many times, they may not be
comfortable using their medicines as directed.”
In the Health Union survey,6 lack of awareness about treatment options (cited by 22% of
patients) was the No. 2 barrier to ideal treatment,
behind only cost (25%). Additionally, 18% of
patients reported difficulty fully expressing their
treatment needs to providers.
“Patients are reporting that they don’t feel
they know enough about treatments,” Eichenfield said. “Sometimes they blame the doctor for
not offering treatments that work for them. And
there may be insufficient time to both get educated about new and traditional treatments, and
to figure out what might be the best treatment for
that individual.”
The fact that patients commonly see multiple providers for their eczema further complicates
matters, he said, particularly if patients receive
multiple prescriptions or mixed messages about
their care.
Regarding costs, said Eichenfield, patients
clearly perceive co-pays and medication costs as
obstacles to optimal treatment. “We’re hopeful
that as new medicines become available, they’re
accepted not just by patients, but also by our payers,” he added.
Disclosures
Eichenfield has served as a scientific adviser, consultant, and/or clinical study
investigator for AbbVie, Almirall, Arcutis, Arena, ASLAN Pharmaceuticals, Dermavant, Dermira, Eli Lilly and Company, Forté Biosciences, Galderma, Ichnos Sciences/Glenmark, Incyte, LEO Pharma, Novartis, Ortho Dermatologics, Pfizer,
Regeneron, and Sanofi Genzyme.
Lio has received research grants/funding and serves as a speaker and consultant/advisory board member for Regeneron and Sanofi Genzyme. He has received
research grants/funding and serves as a consultant/advisory board member for
AbbVie and AOBiome. Additionally, he serves as a consultant/advisor and speaker
for Eli Lilly, Galderma, LEO Pharma, L’Oreal, and Pfizer. He is a consultant/advisory
board member for Almirall, Altus Labs, Amyris, ASLAN Pharmaceuticals, Bodewell,
Burt’s Bees, Concerto Biosciences, Dermavant, Exeltis, IntraDerm, Johnson &
Johnson, Kimberly-Clark, KP Away, Level Ex, Menlo Therapeutics, Micreos, MyOR
Diagnostics, Pierre Fabre, Theraplex, and Unilever. Additionally, he serves as a
speaker for Incyte.
For full list of references, see dermatologytimes.com

28% 57% 14%
OF RESPONDERS SAY THEIR AD
IS VERY WELL CONTROLLED
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OF RESPONDERS SAY THEIR AD IS
VERY MODERATELY CONTROLLED

OF RESPONDERS SAY THEIR AD
IS NOT AT ALL CONTROLLED
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Quick TAKES
Eczema can lead to growth
issues in pediatric patients.

A change in environment, such as moving from
one country to another, can cause flare-ups.
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Patients who have eczema are at a higher
risk of both hay fever and asthma.

Trends to Watch in
Pediatric Eczema

Adelaide A. Hebert, MD, walks through today’s key topics, from patient demographics
®
to potential comorbidities, in an exclusive interview with Dermatology Times .
LINDA STOCUM | Assistant Editor

H

ow does a pediatric patient’s race
or ethnicity affect eczema? Will
an international move cause flareups? What talking points can help
children and teens cope with self-esteem issues
or thoughts of isolation related to this skin disease? Adelaide Hebert, MD, provides a road
map to these trending topics and more in this
exclusive interview with Dermatology Times®.
Her overview of the eczema landscape is
based on her 37 years as chief of pediatric dermatology at McGovern Medical School at The
University of Texas Health Science Center at
Houston 36 years of active engagement in clinical trials.

Q:

How does the prevalence of
eczema differ based on age, gender,
and race or ethnicity?
We see a vast difference in atopic dermatitis
[AD] in different age and ethnic groups. One
of the examples that I often use is that if the
parents have eczema, asthma, or hay fever, the
child is more prone to developing this skin condition. We do see a trend in families, but we see
children who have no family history who can
develop severe eczema as well.
We certainly see different clinical characteristics in different demographic groups. Asian people tend to have very severe eczema; they really
suffer with this disease state. In the Black population, we may or may not have the genetic basis
influencing the skin findings and the barrier
defect, but we can still see profound AD.
Asthma is often associated with eczema. In
the state of Texas, the most frequently prescribed
drug written for children is an asthma drug. We
also see eczema in patients if, for example, 1 or
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both parents were born overseas and then immigrated to the United States. That child can have
worse eczema. This isn’t specific to the immigration to the United States; it is known to happen in other countries as well. If the skin has not
accommodated to the new environment, then the
eczema can be more profound. That’s something
I make parents aware of.
So, we do see variations in the amount of
eczema across ethnicities but also in a range of
Fitzpatrick skin types.

Q:

What is eczema’s effect on
quality of life and on comorbidities?
We feel that eczema is one of the most impactful
disease states in terms of quality of life [QOL].
This chronic, relapsing skin disorder affects not
just the child but also the family. [For example,
because of the itching], these patients do not
sleep well, and their parents do not sleep well.
There is often co-sleeping, where the child gets
in bed with the parent and the parent’s sleep is
disrupted by the child’s itching.
The concern we have with this is aging status.
Not only do the children disrupt the skin barrier by scratching, they also disrupt their deep
sleep so their growth hormone is not secreted in
a normal manner, and their linear growth can be
affected unfavorably.
These children with eczema have a difficult
time going out during very hot summers because
a protein in sweat serves as a trigger for flaring
the dermatitis. Also, dust mites can play a role.
Unfortunately, because we [in Texas] have a very
moist environment, dust mites can survive even
in the cleanest of homes. There can be associated
conditions, such as metabolic syndrome. These
arenas unfavorably impact QOL. QOL is often

adversely affected because we have difficulties in
controlling this ongoing relapsing disorder that
is visible for patients with psychosocial development, even when they are adults. We know that
because AD is such a visible disorder, combined
with the concommitant scratching, can constitute
an ongoing life challenge. Another factor that we
should consider: These patients get more cutaneous infections, both bacterial and viral.
There’s not a realm of the patient’s life that
AD doesn’t touch upon. This is one of the discussions we often have with patients and their
parents when they come in for their initial or
ongoing evaluations for this disease.

Q:

What are the clinical
manifestations of eczema?
One thing that is different in the age spectrum
involves the areas of the body that are affected
with AD. The youngest children can have virtually total body involvement, with a lot of facial
involvement. As children get a little bit older,
we tend to see head/neck, antecubital, popliteal,
wrist, and ankle involvement.
As patients get closer to adulthood, they have
less obvious, spongiotic dermatitis. As many as
50% of patients who have childhood eczema may
have more focal involvement as they grow up.
Disclosure
Hebert does not report any conflicts of interest.
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THE ONE-OF-A-KIND
TOPICAL JAK INHIBITOR
NEW 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 1249 adult and adolescent patients ≥12 years of age in 2 identically designed double-blind, randomized, vehicle-controlled
trials (TRuE-AD1 and TRuE-AD2). In both studies, patients had 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 or vehicle BID 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 the difference at OpzeluraHCP.com
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INDICATION
OPZELURA is indicated for the topical short-term and
non-continuous chronic treatment of mild to moderate
atopic dermatitis in non-immunocompromised 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.

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 on following pages.

Avoid use of OPZELURA in patients
with an active, serious infection,
including localized infections.
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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 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.

OPZELURA is a trademark of Incyte.
Incyte and the Incyte logo are registered trademarks of Incyte.
© 2021, Incyte Corporation. MAT-OPZ-00096 09/21
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Quick TAKES
Before prescribing treatment, physicians
should classify patients as candidates for
either topical or systemic therapy.

IL-17 showed early-onset efficacy;
however, IL-23 inhibitors demonstrated
long-term efficacy after 1 year.

Secukinumab may be less effective
in heavier patients, sparking a
need for dosage flexibility.

MAUI
DERM
2021

Tailor Treatment to
Achieve Best Outcomes
Factors include extent of disease, the latest findings on agents’
efficacy, and even patient weight.
KATIE HOBBINS | Editor

M

aximizing outcomes for patients
with psoriasis requires casespecific considerations, Bruce E.
Strober, MD, PhD, cofounder of
Central Connecticut Dermatology, Cromwell,
said during his presentation at the Maui Derm
NP + PA Fall 2021 conference.1 Strober is also
a clinical professor of dermatology at Yale University in New Haven, Connecticut.
Before a regimen is prescribed, a patient
should be classified as a candidate for either topical or systemic therapy. The latter patients meet
the following criteria:
\ Affected body surface area (BSA)
greater than 10%
\ Disease involving particular areas,
including the face, feet, and genitals
\ Failure of topical therapy
Currently, there are 3 approved IL-23 inhibitors: risankizumab-rzaa (Skyrizi; Boehringer
Ingelheim and AbbVie), guselkumab (Tremfya;
Janssen Biotech, Inc), and tildrakizumab-asmn
(Ilumya; Sun Pharma). The 3 approved IL-17
inhibitors are secukinumab (Cosentyx; Novartis), ixekizumab (Taltz; Eli Lilly and Company),
and brodalumab (Siliq; Ortho Dermatologics).
There is also an oral phosphodiesterase-4 inhibitor called apremilast (Otezla; Amgen) approved
by the FDA.
In findings from recent studies, secukinumab
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showed rapid early-onset efficacy, Strober said;
however, IL-23 inhibitors demonstrated greater
long-term efficacy after 1 year.
“The points are very simple,” he said. “And
that is early on, secukinumab is as fast [as] or
maybe even a little faster than the IL-23 inhibitors
as a group. But over the long haul, IL-23 numbers
show better sustained efficacy.”

“The points are very simple:…

Early on, secukinumab is as
fast [as] or maybe even a little
faster than the IL-23 inhibitors
as a group. But over the long
haul, IL-23 numbers show better
sustained efficacy.”

Bruce E. Strober, MD, PhD, of Central Connecticut
Dermatology, Cromwell, and clinical professor of
dermatology at Yale University
New Haven, Connecticut

Additionally, he said, tumor necrosis factor
(TNF) inhibitors are, in his opinion, as efficacious as IL-17 inhibitors for psoriatic arthritis.

However, they do not exhibit the same skin clearance as either IL-23 or IL-17 inhibitors.
“In 2021, if you have a patient with psoriasis
and psoriatic arthritis, I’d like to see you consider
more an IL-17 inhibitor and perhaps an IL-23
inhibitor, but not a TNF blocker, because we
really want the skin to get better as well, and IL-17
and IL-23 work better in the skin,” Strober said.
He emphasized that most comparison studies
use secukinumab as the comparator. Notably, he
said, if ixekizumab was used as the comparator,
it would outperform secukinumab, making this
IL-17 inhibitor more competitive.
During his presentation, Strober also discussed a change in secukinumab dosing. Investigators compared giving the drug every 2 weeks
vs every 4 weeks, after 5 induction doses for
16 weeks in patients weighing 198 lbs or more,
according to Strober. This was done to allow flexibility in dosage for patients weighing 200 lbs or
more, in whom secukinumab is less effective.
“This tells you that, essentially, secukinumab
can be converted, as I like to say, to ixekizumab
when you give it every 2 weeks in patients weighing around 200 lbs or more, and I think this will
be an updated part of the label on secukinumab
in the coming year,” Strober concluded.
Reference
1 Strober B. Psoriasis and psoriatic arthritis 2021. Presented at: Maui Derm NP + PA
Fall 2021; September 30 to October 2, 2021; Asheville, NC, and virtual.
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Quick TAKES
Rosacea subtypes may limit the
scope of a patient’s treatment.

Combination therapy used properly can clear skin faster,
maximize remission periods, and minimize disease burden.

All signs of a patient’s rosacea need to
be addressed at the first appointment.

MAUI
DERM
2021

Level Up Combination
Therapies, Diagnostics
LINDA STOCUM | Assistant Editor

S

ubtypes for rosacea are outdated,
according to Julie Harper, MD, a
board-certified dermatologist in private
practice at Dermatology and Skin Care
Center of Birmingham in Alabama, who shared
the latest thinking on rosacea with conference
attendees at Maui Derm NP + PA Fall 2021.1
“Too often a [patient’s rosacea] has multiple features,” she said. “Let’s say [the patient]
would have papulopustular rosacea. Well, how
often do you have papules and pustules and you
don’t also have erythema? Then you end up just
treating a part of the whole issue.”
Harper gave the example of a 28-year-old
woman who felt embarrassed by flushing, persistent redness, sensitive skin, burning, and
irritation that she found difficult to conceal. To
organize such a patient’s first visit and make sure
both patient and physician understand the treatment plan and possible outcomes, Harper recommended employing the STOP method:
S
     T
O
P

Identify signs and symptoms of rosacea.
Discuss triggers.
Agree on outcome.
Develop a plan.

BUILDING COMBINATION THERAPIES

The 2 main targets in rosacea, according
to Harper, are inflammation and the vessel.
She emphasized that the vessel is often left
untreated. Different triggers activate different
pathways; some activate inflammation through
innate immunity, whereas others activate vasodilation directly.
She compared the multiple treatments to cutlery: “A fork isn’t going to do the same job as a
knife or a spoon, so when choosing treatments,
make sure to consider all signs and symptoms.”
For bumps, Harper’s recommendations
include ivermectin, metronidazole, azelaic acid,
sodium sulfacetamide sulfur, modified release
doxycycline, and minocycline. On her go-to list
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for erythema: brimonidine (Mirvaso; Galderma)
and oxymetazoline (Rhofade; EPI Health). For
other symptoms, such as telangiectasia and
phyma, device-based treatments are helpful,
she said.
Combination therapy aims to achieve clear
skin quickly as well as maximize periods of
remission and minimize the burden of disease,
Harper said.
To treat rosacea, Harper has used an
FDA-approved blood pressure medication,
carvedilol, off label. She described a study that
gave carvedilol, titrated up to a 12.5-mg dose
for at least 6 months, to 5 patients with either
frequent flushing episodes or persistent erythema and burning sensations who failed previous treatments.2 Data showed that patient redness decreased, she said.
Development of combination therapies
should also consider phototypes. Harper
pointed to a study that compared doxycycline
and propranolol in patients with skin of color.3
Investigators categorized the 78 participants by
subtype (erythematotelangiectatic or papulopustular rosacea) and then grouped them to receive
doxycycline, propranolol, or a combination of
both. Results revealed that patients improved
at every time point. Although the propranolol
worked faster than the doxycycline, both groups
achieved the same results, according to Harper.
Botulinum toxin (Botox; Allergan) is effective for treating for flushing and rosacea, in
Harper’s view, but can be expensive for the
patient because insurance may not cover the
treatment. “Also, be careful to avoid using too
much and having an unwanted effect on facial
muscle movement,” she cautioned.
For persistent background erythema, Harper
recommended oxymetazoline and brimonidine.
Each target 2 different α-adrenergic receptors,
and both agents are effective. Results of a study
on combining brimonidine and ivermectin
showed this combination to be effective at reduc-

ing the redness and bumps caused by rosacea.4
FOCUSING ON OCULAR ROSACEA

For patients with ocular rosacea, Harper
focuses not only on good skin care, but also on
eye care. Artificial tears can be an important
part of the overall process, she noted. She has
prescribed topical azithromycin for 1 week per
month with good success.
She cited a study that combined ivermectin
with modified-release doxycycline vs topical
ivermectin 1% cream and placebo.5 Patients did
achieve clear or almost clear skin more quickly
with the combination treatment than with ivermectin and placebo but had similar results in
reduced erythema, stinging, and burning, which
also helped ease their ocular rosacea.
“My take-home messages would be: Don’t
just use a fork when you can use more tools than
that; use combination treatment,” Harper said.
“Also, really take the time to observe and document all of the signs and symptoms of rosacea
that your patient exhibits and describes. Lastly,
don’t forget to target the vessel in those rosacea
patients who have erythema as part of their disease presentation.”
Disclosures
Harper has a conflict of interest with Almirall, Biopharmax, Cassiopea, Cutera, EPI
Health, Galderma, Journey, LaRoche-Posay, Ortho Dermatologics, Sun Pharma,
and Vyne.
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Subjects receiving 100 mg of TREMFYA at Week 0, Week 4, and every 8 weeks thereafter
U.S. licensed adalimumab
Upper respiratory infections include nasopharyngitis, upper respiratory tract infection (URTI),
pharyngitis, and viral URTI.
d Headache includes headache and tension headache.
e Injection site reactions include injection site erythema, bruising, hematoma, hemorrhage,
swelling, edema, pruritus, pain, discoloration, induration, inflammation, and urticaria.
f Gastroenteritis includes gastroenteritis and viral gastroenteritis.
g Tinea infections include tinea pedis, tinea cruris, tinea infection, and tinea manuum infections.
h Herpes simplex infections include oral herpes, herpes simplex, genital herpes, genital herpes
simplex, and nasal herpes simplex.
Adverse reactions that occurred in < 1% but > 0.1% of subjects in the TREMFYA group and at a
higher rate than in the placebo group through Week 16 in PsO1 and PsO2 were migraine, candida
infections, and urticaria. Specific Adverse Reactions: Infections: Infections occurred in 23% of
subjects in the TREMFYA group compared to 21% of subjects in the placebo group. The most
common (≥ 1%) infections were upper respiratory infections, gastroenteritis, tinea infections, and
herpes simplex infections; all cases were mild to moderate in severity and did not lead to
discontinuation of TREMFYA. Elevated Liver Enzymes: Elevated liver enzymes were reported more
frequently in the TREMFYA group (2.6%) than in the placebo group (1.9%). Of the 21 subjects who
were reported to have elevated liver enzymes in the TREMFYA group, all events except one were
mild to moderate in severity and none of the events led to discontinuation of TREMFYA. Safety
through Week 48: Through Week 48, no new adverse reactions were identified with TREMFYA use
and the frequency of the adverse reactions was similar to the safety profile observed during the
first 16 weeks of treatment. Psoriatic Arthritis: TREMFYA was studied in two placebo-controlled
trials in subjects with psoriatic arthritis (748 subjects on TREMFYA and 372 subjects on placebo). Of
the 748 subjects who received TREMFYA, 375 subjects received TREMFYA 100 mg at Week 0,
Week 4, and every 8 weeks thereafter and 373 subjects received TREMFYA 100 mg every 4 weeks.
The overall safety profile observed in subjects with psoriatic arthritis treated with TREMFYA is
generally consistent with the safety profile in subjects with plaque psoriasis with the addition of
a
b
c

bronchitis and neutrophil count decreased. In the 24-week placebo-controlled period, combined
across the two studies, bronchitis occurred in 1.6% of subjects in the TREMFYA q8w group and 2.9%
of subjects in the TREMFYA q4w group compared to 1.1% of subjects in the placebo group.
Neutrophil count decreased occurred in 0.3% of subjects in the TREMFYA q8w and 1.6% of subjects
in the TREMFYA q4w group compared to 0% of subjects in the placebo group. The majority of events
of neutrophil count decreased were mild, transient, not associated with infection and did not lead
to discontinuation. Immunogenicity: As with all therapeutic proteins, there is the potential for
immunogenicity with TREMFYA. The detection of antibody formation is highly dependent on the
sensitivity and specificity of the assay. Additionally, the observed incidence of antibody (including
neutralizing antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of incidence of antibodies to guselkumab
across indications or with the incidences of antibodies to other products may be misleading. Plaque
Psoriasis: Up to Week 52, approximately 6% of subjects treated with TREMFYA developed antidrug
antibodies. Of the subjects who developed antidrug antibodies, approximately 7% had antibodies
that were classified as neutralizing antibodies. Among the 46 subjects who developed antibodies to
guselkumab and had evaluable data, 21 subjects exhibited lower trough levels of guselkumab,
including one subject who experienced loss of efficacy after developing high antibody titers. Up to
Week 156, approximately 9% of subjects treated with TREMFYA developed antidrug antibodies and
of these subjects approximately 6% were classified as neutralizing antibodies. However, antibodies
to guselkumab were generally not associated with changes in clinical response or development of
injection-site reactions. Psoriatic Arthritis: Up to Week 24, 2% (n=15) of subjects treated with
TREMFYA developed antidrug antibodies. Of these subjects, 1 had antibodies that were classified
as neutralizing antibodies. Overall, the small number of subjects who were positive for antibodies
to guselkumab limits definitive conclusion of the effect of immunogenicity on the pharmacokinetics,
efficacy and safety of guselkumab. Postmarketing Experience: The following adverse reactions
have been reported during post-approval of TREMFYA. Because these reactions are reported
voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to TREMFYA exposure. Immune system disorders:
Hypersensitivity, including anaphylaxis [see Warnings and Precautions] Skin and subcutaneous
tissue disorders: Rash [see Warnings and Precautions] DRUG INTERACTIONS CYP450 Substrates:
The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1,
IL-6, IL-10, TNFα, interferon) during chronic inflammation. Results from an exploratory drug-drug
interaction study in subjects with moderate-to-severe plaque psoriasis suggested a low potential
for clinically relevant drug interactions for drugs metabolized by CYP3A4, CYP2C9, CYP2C19 and
CYP1A2 but the interaction potential cannot be ruled out for drugs metabolized by CYP2D6. However,
the results were highly variable because of the limited number of subjects in the study. Upon
initiation of TREMFYA in patients who are receiving concomitant CYP450 substrates, particularly
those with a narrow therapeutic index, consider monitoring for therapeutic effect or drug
concentration and consider dosage adjustment as needed [see Clinical Pharmacology (12.3) in Full
Prescribing Information]. USE IN SPECIFIC POPULATIONS Pregnancy: Pregnancy Exposure
Registry: There is a pregnancy registry that monitors pregnancy outcomes in women exposed to
TREMFYA during pregnancy. Patients should be encouraged to enroll by calling 1-877-311-8972.
Risk Summary: There are no available data on TREMFYA use in pregnant women to inform a drug
associated risk of adverse developmental outcomes. Human IgG antibodies are known to cross the
placental barrier; therefore, TREMFYA may be transmitted from the mother to the developing fetus.
In a combined embryofetal development and pre- and post-natal development study, no adverse
developmental effects were observed in infants born to pregnant monkeys after subcutaneous
administration of guselkumab during organogenesis through parturition at doses up to 30 times the
maximum recommended human dose (MRHD). Neonatal deaths were observed at 6- to 30-times the
MRHD (see Data). The clinical significance of these nonclinical findings is unknown. All pregnancies
have a background risk of birth defect, loss, or other adverse outcomes. The estimated background
risk of major birth defects and miscarriage for the indicated population is unknown. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. Data: Animal Data: In
a combined embryofetal development and pre- and post-natal development study, pregnant
cynomolgus monkeys were administered weekly subcutaneous doses of guselkumab up to
50 mg/kg (30 times the MRHD based on a mg/kg comparison) from the beginning of organogenesis
to parturition. Neonatal deaths occurred in the offspring of one control monkey, three monkeys
administered guselkumab at 10 mg/kg/week (6 times the MRHD based on a mg/kg comparison) and
three monkeys administered guselkumab at 50 mg/kg/week (30 times the MRHD based on a mg/kg
comparison). The clinical significance of these findings is unknown. No guselkumab-related effects
on functional or immunological development were observed in the infants from birth through
6 months of age. Lactation: Risk Summary: There are no data on the presence of guselkumab in
human milk, the effects on the breastfed infant, or the effects on milk production. Guselkumab was
not detected in the milk of lactating cynomolgus monkeys. Maternal IgG is known to be present in
human milk. The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for TREMFYA and any potential adverse effects on the breastfed
infant from TREMFYA or from the underlying maternal condition. Pediatric Use: The safety and
efficacy of TREMFYA in pediatric patients (less than 18 years of age) have not been established.
Geriatric Use: Of the 3406 subjects with plaque psoriasis or psoriatic arthritis exposed to TREMFYA,
a total of 185 subjects were 65 years or older, and 13 subjects were 75 years or older. No overall
differences in safety or effectiveness were observed between older and younger subjects who
received TREMFYA. However, the number of subjects aged 65 years and older was not sufficient to
determine whether they respond differently from younger subjects [see Clinical Pharmacology
(12.3) in Full Prescribing Information]. OVERDOSAGE In the event of overdosage, monitor the patient
for any signs or symptoms of adverse reactions and administer appropriate symptomatic treatment
immediately. PATIENT COUNSELING INFORMATION Advise the patient and/or caregiver to read the
FDA-approved patient labeling (Medication Guide and Instructions for Use) before starting
TREMFYA therapy, and each time the prescription is renewed, as there may be new information
they need to know. Hypersensitivity Reactions: Advise patients to discontinue TREMFYA and seek
immediate medical attention if they experience any symptoms of serious hypersensitivity reactions
[see Warnings and Precautions]. Infections: Instruct patients of the importance of communicating
any history of infections to the healthcare provider and contacting their healthcare provider if they
develop any symptoms of an infection [see Warnings and Precautions]. Instruction on Injection
Technique: Instruct patients or caregivers to perform the first self-injection under the supervision
and guidance of a qualified healthcare professional for proper training in subcutaneous injection
technique. Instruct patients who are self-administering to inject the full dose of TREMFYA [see
Medication Guide and Instructions for Use]. Instruct patients or caregivers in the technique of
proper needle and syringe disposal. Needles and syringes should be disposed of in a punctureresistant container. Advise patients and caregivers not to reuse needles or syringes. Remind
patients if they forget to take their dose of TREMFYA to inject their dose as soon as they remember.
They should then take their next dose at the appropriate scheduled time.
Manufactured by: Janssen Biotech, Inc., Horsham, PA 19044
US License No. 1864 © 2017 Janssen Pharmaceutical Companies
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INDICATIONS AND USAGE Plaque Psoriasis: TREMFYA® is indicated for the treatment of adults with
moderate-to-severe plaque psoriasis who are candidates for systemic therapy or phototherapy.
Psoriatic Arthritis: TREMFYA is indicated for the treatment of adult patients with active psoriatic
arthritis. CONTRAINDICATIONS TREMFYA is contraindicated in patients with a history of serious
hypersensitivity reaction to guselkumab or to any of the excipients [see Warnings and Precautions].
WARNINGS AND PRECAUTIONS Hypersensitivity Reactions: Serious hypersensitivity reactions,
including anaphylaxis, have been reported with postmarket use of TREMFYA. Some cases required
hospitalization. If a serious hypersensitivity reaction occurs, discontinue TREMFYA and initiate
appropriate therapy. Infections: TREMFYA may increase the risk of infection. In clinical trials in
subjects with plaque psoriasis, infections occurred in 23% of subjects in the TREMFYA group
versus 21% of subjects in the placebo group through 16 weeks of treatment. Upper respiratory
tract infections, gastroenteritis, tinea infections, and herpes simplex infections occurred more
frequently in the TREMFYA group than in the placebo group [see Adverse Reactions]. The rate
of serious infections for the TREMFYA group and the placebo group was ≤ 0.2%. A similar risk
of infection was seen in placebo-controlled trials in subjects with psoriatic arthritis. Treatment
with TREMFYA should not be initiated in patients with any clinically important active infection until
the infection resolves or is adequately treated. In patients with a chronic infection or a history of
recurrent infection, consider the risks and benefits prior to prescribing TREMFYA. Instruct patients
to seek medical help if signs or symptoms of clinically important chronic or acute infection occur.
If a patient develops a clinically important or serious infection or is not responding to standard
therapy, monitor the patient closely and discontinue TREMFYA until the infection resolves.
Pre-treatment Evaluation for Tuberculosis: Evaluate patients for tuberculosis (TB) infection prior to
initiating treatment with TREMFYA. Initiate treatment of latent TB prior to administering TREMFYA.
In clinical trials, 105 subjects with plaque psoriasis and 71 subjects with psoriatic arthritis with
latent TB who were concurrently treated with TREMFYA and appropriate TB prophylaxis did not
develop active TB. Monitor patients for signs and symptoms of active TB during and after TREMFYA
treatment. Consider anti-TB therapy prior to initiating TREMFYA in patients with a past history
of latent or active TB in whom an adequate course of treatment cannot be confirmed. Do not
administer TREMFYA to patients with active TB infection. Immunizations: Prior to initiating therapy
with TREMFYA, consider completion of all age appropriate immunizations according to current
immunization guidelines. Avoid use of live vaccines in patients treated with TREMFYA. No data
are available on the response to live or inactive vaccines. ADVERSE REACTIONS The following
adverse reactions are discussed in greater detail in other sections of labeling: • Infections [see
Warnings and Precautions] • Hypersensitivity Reactions [see Contraindications and Warnings
and Precautions] Clinical Trials Experience: Because clinical trials are conducted under widely
varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice. Plaque Psoriasis: In clinical trials, a total of 1823 subjects with moderate-to-severe
plaque psoriasis received TREMFYA. Of these, 1393 subjects were exposed to TREMFYA for at least
6 months and 728 subjects were exposed for at least 1 year. Data from two placebo- and activecontrolled trials (PsO1 and PsO2) in 1441 subjects (mean age 44 years; 70% males; 82% white)
were pooled to evaluate the safety of TREMFYA (100 mg administered subcutaneously at Weeks
0 and 4, followed by every 8 weeks). Weeks 0 to 16: In the 16-week placebo-controlled period of the
pooled clinical trials (PsO1 and PsO2), adverse events occurred in 49% of subjects in the TREMFYA
group compared to 47% of subjects in the placebo group and 49% of subjects in the U.S. licensed
adalimumab group. Serious adverse events occurred in 1.9% of subjects in the TREMFYA group
(6.3 events per 100 subject-years of follow-up) compared to 1.4% of subjects in the placebo group
(4.7 events per 100 subject-years of follow-up), and in 2.6% of subjects in U.S. licensed adalimumab
group (9.9 events per 100 subject-years of follow-up). Table 1 summarizes the adverse reactions
that occurred at a rate of at least 1% and at a higher rate in the TREMFYA group than in the placebo
group during the 16-week placebo-controlled period.
Table 1: Adverse Reactions Occurring in ≥1% of Subjects through Week 16 in PsO1 and PsO2
TREMFYAa
Placebo
100 mg
Adalimumabb
N=196
N=422
N=823
n (%)
n (%)
n (%)
Upper respiratory infectionsc
118 (14.3)
21 (10.7)
54 (12.8)
Headached
38 (4.6)
2 (1.0)
14 (3.3)
Injection site reactionse
37 (4.5)
15 (7.7)
12 (2.8)
Arthralgia
22 (2.7)
4 (2.0)
9 (2.1)
Diarrhea
13 (1.6)
3 (1.5)
4 (0.9)
Gastroenteritisf
11 (1.3)
4 (2.0)
4 (0.9)
Tinea infectionsg
9 (1.1)
0
0
Herpes simplex infectionsh
9 (1.1)
0
2 (0.5)
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Quick TAKES
Current actinic keratosis (AK) guidelines are
based on data that are outdated by 2 years.

Applying aminolevulinic acid and immediate light for 30 minutes
can reduce pain associated with photodynamic therapy.

Clinical trials show tirbanibulin to be effective
and well tolerated for the treatment of AK.

New Guideline and
Novel Therapies

MAUI
DERM
2021

LINDA STOCUM | Assistant Editor

A

variety of factors are altering the
treatment landscape for actinic keratosis (AK), according to a presenter
at Maui Derm NP + PA Fall 2021
who discussed the driving factors recently
published American Academy of Dermatology (AAD) guidelines, as well as innovations
in therapies and approaches.
In a session at the conference on cutaneous
oncology, George Martin, MD, program chairman of Maui Derm NP + PA Fall 2021 and a
dermatologist at Dr George Martin Dermatology Associates in Kihei, Hawaii, outlined what’s
ahead for AK solutions. Ted Rosen, MD, a professor of dermatology at Baylor College of Medicine in Houston, Texas, collaborated on the
presentation materials.1
GUIDELINES REQUIRE EXPANSION

Martin began his presentation discussing his
concerns regarding the AAD’s guidelines of
care for managing AK.2 “The guidelines were
limited by a database search that was outdated
by 2 years, not mentioning actinic cheilitis,
and not providing guidance on immunocompromised patients,” he said.
Martin said, prescribing topical creams, gels,
and solutions for patients with AK is common
practice. Based on current literature, the guideline authors strongly supported treatment with
either 5-fluorouracil (5-FU) or imiquimod.
However, Martin commented on the guidelines’ lack of discussion regarding new options
such as nicotinamide-specific methods of cryosurgery, as well as short-incubation and simultaneous-incubation illumination photodynamic
therapy (PDT). The guidelines also do not give
specific recommendations on tirbanibulin (Klysiri; Athenex and Almirall) or discuss the reason for withdrawing ingenol mebutate from the
market, he said.
He sees promise for tirbanibulin 1% topical cream, which the FDA approved in 2020 for
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the treatment of AK.3 The topical first-in-class
microtubule inhibitor plays a role in cell structure, transport, and division.
Martin presented data from a phase 3 study
(NCT03285477) showing that 44% of patients
treated with tirbanibulin 1% achieved 100%
clearance at day 57 compared with 5% of patients
who received placebo. Broken down further,
the findings suggest that this treatment is more
effective on the face (50%-61%) than the scalp
(30%-40%). This rate was significantly higher
for greater than 75% clearance: 76% to 80% on
the face vs 52% to 69% on the scalp for patients
treated with tirbanibulin 1% cream.
Besides being effective, Martin said, tirbanibulin 1% cream was well tolerated, with just 1%
of patients treated experiencing vesiculation/
pustulation and none reporting erosion/ulceration. Skin irritability peaked at day 8 and had
a recurrence rate at 1 year of 73%, with a true
recurrence rate of 47%. This may be due to new
lesions not identified at baseline or true recurrence, Martin explained. In either case, he said,
a patient would likely have just 1 or 2 AK lesions
after treatment.
Despite the positive outcomes, questions
remain, according to Martin: The study is limited by the area of the body on which tirbanibulin 1% was tested. He advised against prescribing the cream for patients who are pregnant or planning to become pregnant, with the
same precautions spelled out in 5-FU guidance.
Cost could also be an impediment for patients,
he added.
NEW APPROACH REDUCES
PDT PAIN LEVELS

Although effective, PDT is often painful.
New research findings show that a simultaneous application of 20% 5–aminolevulinic acid
(ALA) solution and illumination using blue
light can lessen a patient’s pain, Martin said.
He cited a 2020 study that investigated a

regimen to help minimize pain during blue
light PDT for AK.4 The study had a “split face”
approach, with 1 side (A) treated with 30-, 45-,
and 60-minute ALA incubation along with blue
light, whereas the other side (B) followed the
standard of 60 minutes of ALA incubation followed by 1000 seconds of blue light.
The study authors reported that the efficacy
was the same. However, Martin noted that the
pain score for the side A was much lower than for
side B.
Martin’s best practices for treating patients
with PDT are the following:
\ Apply the ALA.
\ Immediately turn on the blue light.
\ Illuminate for 30 minutes.
He noted that data for ALA-PDT treatment
for upper extremity suggest that targeted treatment of grade 4 to 15 AK at baseline and week 8,
which had a 3-hour incubation period, was effective. At week 8, 67.3% of AKs cleared; at week
12, 80.6% cleared with ALA-PDT treatment.
With these new changes, PDT-ALA can be
not only effective but also less painful for treating
patients, which is his goal, Martin said.
Disclosures
Martin is on the scientific advisory boards for AbbVie, Bausch Health, Bristol Meyers Squibb, Celgene, DUSA Pharmaceuticals/Sun Pharmaceutical Industries,
Galderma, Horizon, Janssen Pharmaceuticals, LEOPharma, Ortho Dermatologics, Pfizer, and UCB and a consultant for Almirall, Athenex, Bausch Health, Biofrontera, Bristol Meyers Squibb, Celgene, DUSA Pharmaceuticals/Sun Pharmaceutical Industries, Eli Lilly and Company, Leo Pharma, Ortho Dermatologics, Pfizer,
and UCB.
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Before and 12 weeks after using multimodal skin care regimen that demonstrates marked improvement in facial pigmentation.
Photograph courtesy of Patricia K. Farris, MD.

} Cosmeceuticals
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Quick TAKES

To meet customer demand for novel cosmeceutical regimens with proven efficacy, manufacturers are increasingly combining ingredients from vitamins and botanicals to gemstones, said Farris, a dermatologist at Sanova
Dermatology in Metairie, Louisiana, and member of the Dermatology Times® editorial advisory board.1
Customers and manufacturers share in
propelling the trend. “The manufacturers do
a great job at product development, formulation, and innovation with new ingredients, particularly botanicals,” Farris noted. Customers
are always seeking such ingredients, she added.
“Consumer interest and desire drive cosmetic
companies to search a little harder for alternatives that will be viewed as more green [and]
ecofriendly, and with fewer potentially harmful [adverse] effects,” she said.
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Anti-inflammatory botanicals such
as bisabolol and glycyrrhizinate may
make retinoids easier to tolerate.

Cosmeceutical regimens should include a
range of products that address all the patient’s
priorities for skin health and appearance.

RETINOLS GET REVVED UP

The first retinoidlike botanical, bakuchiol,
activates many of the same pathways that retinoids do, Farris pointed out. Now other retinoid boosters are taking center stage. For example, Advanced Retinol Restorer (U.SK Under
Skin) contains Bidens pilosa, which increases
expression of retinoid X receptors and synthesis of collagen, elastin, and glycosaminoglycan,
Farris noted.
Advanced Retinol Restorer also contains
anti-inflammatory botanicals such as bisabolol and glycyrrhizinate. “These are the kinds of
ingredients that improve the tolerability of retinols,” Farris said.
Although the average patient may not be

Novel formulations help
preserve optimal efficacy
until a product is used up.

familiar with bisabolol and glycyrrhizinate, Farris predicts patients will embrace ingredients like
these. “We’re discovering more and more about
these botanicals,” she said. Additional ingredients in this retinol formulation include tranexamic
acid and α-arbutin to lighten skin and palmitoyl
tripeptide-38 to boost the dermal matrix.
In a clinical trial in which Farris was lead
author, participants used Advanced Retinol
Restorer nightly as part of a 4-step daily regimen
to address multiple facets of photoaging. “When
patients have coarse lines, fine wrinkles, sagging,
hyperpigmentation, and spots, the physician has to
look for products and skin-care regimens that contain multiple ingredients to address all the parameters that they’re trying to treat,” Farris advised.2
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After 12 weeks, patients experienced an average 8% reduction in pigmented spots and statistically significant improvements in skin firmness vs
baseline.2 Farris attributed these improvements
to the skin lighteners, retinol, and peptides in
Advanced Retinol Restorer.
Diamond nanoparticles in Precious Elixir
Infusion Diamond (U.SK Under Skin), another
part of the nightly study regimen, carry pentapeptide-35. This peptide, a sirtuin-1 analogue,
acts similar to resveratrol, Farris noted.
The study’s morning regimen included Precious Elixir Infusion Pearl & Caviar (U.SK
Under Skin). Although pearl- and caviar-based
skin care may sound like marketing hype, she
said, these ingredients provide genuine benefits.
Pearl powder has a long history as a rejuvenating ingredient in Chinese medicine,3 providing
tyrosinase inhibition (for skin lightening), antioxidant effects, and metal chelation. “It’s also a very
good moisturizer,” Farris said. Caviar extract
provides proteins, vitamins (A, B2, B6, B12, niacin, pantothenic acid, and folic acid), essential
fatty acids, and minerals.
Also included in the study’s morning regimen: Advanced Defense Booster (U.SK Under
Skin). Its key ingredients include ferulic acid,
olive leaf extract, maslinic acid, trace minerals,
and peptides. The complete regimen improved
smoothness and dryness by 60% and 82%,
respectively, vs baseline, according to Farris.
ANTIOXIDANTS SUCCEED
ON MULTIPLE LEVELS

Besides protecting against sun damage, Farris
said, certain antioxidants, like vitamin C, also
boost collagen and lighten hyperpigmentation.
Vitamin E provides antioxidant synergy with
vitamin C. L-ascorbic acid needs to be formulated at a low pH, she noted, so adding peptides
to vitamins C and E presents a formulation challenge. Accordingly, EverActive C&E + Peptide
(AlumierMD) sequesters l-ascorbic acid crystals
into a compartment that empties into the serum
when the cap is pressed down.
“It’s an innovative way to keep the peptides
and vitamin C separate until you mix the formulation,” she said. “It’s a 3-month supply broken
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interest and desire drive cosmetic companies
“toConsumer
search a little harder for alternatives that will be viewed
as more green [and] ecofriendly, and with fewer potentially
harmful [adverse] effects.”

Patricia K. Farris, MD, a dermatologist at Sanova Dermatology in Metairie, Louisiana

down into 3 smaller 30-day supply units.”
In a 2-month, open-label trial, 71% of patients
showed statistically significant improvement
in wrinkling (8%-9%) over baseline (P < .05).4
Additionally, 68% of patients had significant
improvement in periorbital isotropy, a measure
of palmitoyl tripeptide-38’s impact on the dermal matrix, at 1 month.
Along with addressing complex skin care
issues, Farris said, multi-ingredient formulations satisfy patients’ desire for simple regimens.
“I’ve always been of that philosophy,” she said.
“If you give people too complicated a regimen,
their [adherence] goes down significantly.”
An effective regimen could be as easy as 1
morning product and 1 evening product (excluding cleansers and toners) or, Farris noted, “as
complicated as 2 or 3 products that might be
layered together.” She said that in her experience, the sweet spot is 2 or fewer morning and 2
or fewer evening products: “The simpler the regimen, the better.”

Disclosures
Farris has been a speaker, investigator, or adviser for Alastin, CeraVe, Johnson &
Johnson Consumer Health, La Roche Posay, NeoStrata, SkinCeuticals, and U.SK
Under Skin.
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Quick TAKES
Coppertone voluntarily recalled 12 lots of
its aerosol sunscreen because of potential
benzene presence.

Sunscreen adherence will likely increase due
to manufacturers’ prompt, proactive response
to contamination concerns.

Benzene exposure occurs through inhalation,
orally, and through the skin.

Comments Contextualize
Coppertone Recall
MARY SCOVIAK | Managing Editor

C

oppertone, owned by Beiersdorf, has
voluntarily recalled 12 lots of its aerosol sunscreen spray products manufactured between January 10, 2021,
and June 15, 2021, after identifying the presence
of benzene, a human carcinogen, in the specific
product lots. No other Coppertone products were
included in the recall.
The recall involves 5 of its aerosol sunscreen
products: Pure & Simple SPF 50 Spray (2021
launch), Sport Mineral SPF 50 Spray (2021
launch), and travel-size Coppertone Sport Spray
SPF 50 (1.6 oz), according to a company statement
published on the FDA’s website September 30,
2021. 1,2
This is the latest development in a story that
began in late May. At that time, Valisure, an independent laboratory dedicated to batch testing medications before they reach consumers, released data
showing detectable levels of benzene in 27% of 294
unique batches of sun-care products from 69 companies. The findings showed that 78 sunscreen and
after–sun-care products contained benzene.
Just 1 of the Coppertone products Valisure analyzed in the initial testing had traces of benzene
below 0.1 parts ppm; the other 10 had no detectable benzene, according to David Light, founder
and CEO of Valisure, in New Haven, Connecticut.
“We didn’t have the opportunity to test any
of the sunscreen products that are currently part
of the Coppertone recall,” Light told Dermatology Times® in an October 9, 2021, interview. He
noted that this recall “mostly involved mineral-based products where zinc oxide is the active
ingredient.” In his view, “there doesn’t appear to
be a mechanism where the zinc could be the source
of benzene,” so the search for the contamination
source likely will turn toward raw materials or inactive ingredients.
Benzene exposure occurs through inhalation,
orally, and through the skin. Exposure, depending on the extent and level, could raise the risk of
blood cancers such as leukemia and blood cancer of
the bone marrow, as well as other blood disorders.
When asked for comment, Coppertone told
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Dermatology Times®, “Based on generally accepted
exposure modeling by numerous regulatory agencies [including the FDA], daily exposure to benzene levels detected in the Coppertone aerosol sunscreen sprays that are part of this voluntary recall
would not be expected to cause adverse health consequences; however, consumers should stop using
these specific Coppertone aerosol sunscreen spray
products that are part of this voluntary recall and
dispose of them appropriately.”
Christopher Bunick, MD, PhD, an associate
professor of dermatology at Yale University and a
member of the Dermatology Times® editorial advisory board, has a different viewpoint: “There is not
a safe level of benzene in sunscreen,” he said, noting the need for repeated application.
Coppertone is the second sunscreen giant to
issue a recall based on findings of benzene. In July
2021, Johnson & Johnson Consumer Inc (JCCI)
voluntarily recalled 4 Neutrogena and 1 Aveeno
spray sunscreen products3 after internal testing
identified low levels of benzene.
“I do not believe that consumers should panic,”
Bunick said. “It is to be expected over the coming
months that as companies complete their internal
investigations, more products that are verified to
have benzene contamination will be recalled. This
actually is a positive sign that companies took the
original Valisure findings seriously and are working
towards rectifying the problem. I think in today’s
fast-paced world we forget that these quality control measures do take time and proper study. Coppertone, like JJCI before it, should be commended
for putting patient safety first.”
“Dermatologists should remind their patients
that Valisure identified many batches of sunscreens
without benzene contamination, so there are safe
options available for continuing sunscreen protection,” Bunick continued. “This fact alone should
reassure patients and minimize panic. Ultimately,
I believe the best way to inform patients is always
with the truth. Simply tell them that some, not all,
sunscreens were found to have benzene contamination... and the entire sunscreen industry is working
towards fixing the problem, which means a series of

recalls is expected over the coming months.”
Asked whether he sees this issue affecting
adherence, Bunick said, “I don’t think sunscreen
[adherence] is going to decrease, honestly. Sunburns hurt. Patients don’t like the feel of a sunburn
and will take measures to protect themselves. In the
short term, this could mean increased use of hats
and sun-protective clothing. Long term, I actually
foresee sunscreen [adherence] increasing because
dermatologists and manufacturers will now be
able to say, ‘We identified a problem, we listened
to patient concerns, and we made sunscreens and
quality control of our products safer than ever.’”
Coppertone added, “While we cannot provide
medical advice to dermatologists or their patients,
we certainly agree with the FDA and other medical
authorities on the importance of using of sunscreen,
along with other protective measures.”
The FDA’s proposed revisions and updates3 to
the requirements regarding maximum sun protection (SPF) values, active ingredients, broad-spectrum requirements, and product labeling would
make important product information more prominent for consumers. “In the most recent FDA
announcement, there are overall labeling changes
proposed that impact the front and back panels of
sunscreen labels,” Coppertone told Dermatology
Times®. These proposed changes will have a comment period of 45 days, then go into effect a year
after the final order is issued.”
This recall by another major sunscreen manufacturer not only independently verified Valisure’s
findings but also “speaks directly to the need for
timely, accurate FDA assessment of and action on
the benzene contamination issue,” Bunick said.
“There really is only 1 appropriate action here,
for the safety of all patients, and that is to identify the supply chain and manufacturing problem allowing benzene contamination and fix it,”
he added. “The FDA can reassure dermatologists
and patients by clearly delineating the root cause in
a transparent manner. There are many sunscreens
without benzene contamination, so it does not have
to be there.”
For full list of references and disclosures, see dermatologytimes.com
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PRIMARY CICATRICIAL ALOPECIAS
LYMPHOCYTIC:

MIXED:

 CHRONIC CUTANEOUS LUPUS ERYTHEMATOSUS

 ACNE KELOIDALIS

(DISCOID LUPUS ERYTHEMATOSUS)

 LICHEN PLANOPILARIS
 CLASSIC PSEUDOPELADE (PSEUDOPELADE OF BROCQ)
 CENTRAL CENTRIFUGAL CICATRICIAL ALOPECIA

 ACNE NECROTICA
 EROSIVE PUSTULAR DERMATOSIS

SOURCE: THE NORTH AMERICAN HAIR RESEARCH SOCIETY

 ALOPECIA MUCINOSA
 KERATOSIS FOLLICULARIS SPINULOSA DECALVANS

NEUTROPHILIC:

MAUI
DERM
2021

 FOLLICULITIS DECALVANS
 DISSECTING CELLULITIS

 Scarring Alopecias FROM PAGE 1
Shapiro described scarring alopecias as a group of disorders characterized by a final common pathway of replacement of follicular structure
by fibrous tissue, loss of follicular ostia, and obliteration of the hair follicle. Within this group, primary cicatricial alopecias involve preferential
destruction of follicular epithelium, sparing the interfollicular dermis.
Shapiro shared his treatment protocols for
lupus erythematosus, lichen planopilaris, folTAKES
liculitis decalvans, and dissecting cellulitis.

Quick

Primary cicatricial
alopecias preferentially
destroy the follicular
epithelium and spare the
interfollicular dermis.

LUPUS ERYTHEMATOSUS

For patients with less than 10% lupus erythematosus coverage, he prescribes an ultrapotent topical steroid and sometimes adds a
North American Hair
monthly injection of intralesional triamciResearch Society’s
nolone acetonide (IL-TAC). If no improveconsensus classification
ment is seen, he prescribes a twice-daily regincludes 3 types of
primary cicatricial
imen of hydroxychloroquine; isotretinoin;
alopecia: lymphocytic,
or tacrolimus 0.3%, corticosteroid, and 5%
neutrophilic, and mixed.
minoxidil solution (TCM).
Treatment protocols
For those with coverage of 10% or more,
provide best-practice
he
recommends
using hydroxychloroquine
strategies for 4
200
mg
twice
daily,
potentially adding an
scarring alopecias.
ultrapotent topical steroid, IL-TAC, or prednisone. With improvement, he tapers the dosage to the lowest effective level. If no improvement is seen, Shapiro prescribes either isotretinoin or TCM.
LICHEN PLANOPILARIS
Stock.Adobe.com/ fresnel6

Treatment for a patient experiencing less than 10% extent of lichen planopilaris involves IL-TAC 10 mg/mL monthly plus TCM twice daily. If no
improvement is seen, the treatment moves to the regimen prescribed for
an extent of 10% or more: monthly IL-TAC 10 mg/mL, twice-daily TCM,
and twice-daily doxycycline 100 mg or hydroxychloroquine 100 mg.
If a patient stabilizes after 3 to 6 months, taper to the lowest effective
dose, he advised. If the condition has worsened, he adds pioglitazone
15 mg per day and, perhaps, naltrexone 3 mg per day.
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For patients who fail these treatments, Shapiro said, more options
include mycophenolate mofetil, methotrexate, cyclosporine, low-dose
isotretinoin, and Janus kinase inhibitors. For rapidly progressive lichen
planopilaris, he recommended a first-line treatment of oral prednisone.
FOLLICULITIS DECALVANS

When treating folliculitis decalvans, Shapiro starts patients on
cephalexin 500 mg 4 times daily and doxycycline 100 mg twice daily,
possibly including IL-TAC monthly and mupirocin cream.
When cases improve, he tapers the dosage as much as possible and
adds mupirocin cream if it is not already part of the regimen. However,
if there is no improvement, he prescribes rifampicin 300 mg and clindamycin 300 mg, both twice daily, or ciprofloxacin 500 mg twice daily and
mupirocin cream. Improvement at this point supports tapering the dosage to the lowest effective level.
If there is still no improvement, Shapiro repeats the course. If remission is not sustained, he recommended using fusidic acid 500 mg 3 times
daily and zinc 15 mg once daily.
DISSECTING CELLULITIS

Dissecting cellulitis treatment regimens include isotretinoin 0.5 to
1 mg/kg, with a possible addition of IL-TAC monthly, for 4 months. If
improvement is seen, Shapiro continues isotretinoin for an additional
5 to 7 months; otherwise, he prescribes cephalexin 500 mg 4 times daily
or doxycycline 100 mg twice daily and incisional drainage.
Disclosure
Shapiro is a consultant or investigator for Almirall, Applied Biology, Cassiopea, Eirion Therapeutics, Eli Lilly and Company, Histogen, Keeps.com, Pfizer, RegenLab, RepliCel Life Sciences Inc, and nonapproved uses of naltrexone and pioglitazone.
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Quick TAKES
Pulsed-dye laser, followed by a nonablative fractionated
laser, can be used for postpartum abdominal laxity and
stretch marks as early as 6 weeks postpartum.

A gold-coated microparticle system earned marketing
clearance in Europe and the United States, and a European
real-world trial went well; however, the US equivalent did not.

Optical coherence tomography
offers the ability to perform a fast,
noninvasive “optical biopsy.”

New Frontiers in Laser,
Light, Optical Devices
JOHN JESITUS | Staff Correspondent

M

any current laser and light-based
technologies are well suited for
treating patients with skin of color
and pregnant patients—2 populations that typically require caution, experts in
these therapies told Dermatology Times®. Future
directions for light-based therapies may involve
a 1726-nm laser for acne, advanced applications
for photodynamic therapy (PDT), and new
ways of seeing skin cells including cancers.
LASERS AND PREGNANCY

Patients commonly ask whether cutaneous
lasers are safe to use during pregnancy, said
Jill S. Waibel, MD, a Miami, Florida–based
dermatologist in private practice. Babies form
most vital structures during the first trimester,
she said, and typically only medically necessary
treatments of any modality—oral medication,
surgical, intravenous, or laser—would be performed at this time. “However, after that first
trimester, it could be argued that lasers would
possibly be safer than an oral or topical medication that may enter bloodstream and reach the
fetus,” Waibel said.
In a review of 380 pregnant females treated
with various lasers across all trimesters, the only
adverse event reported was 1 case of premature
rupture of membranes possibly related to laser
therapy.1 Another recent review highlights the
utility of nonsurgical treatments including lasers
for postpartum abdominal rejuvenation.2 “Many
women typically have stretch marks after pregnancy, so there’s an opportunity shortly after
delivery to target the stretch marks while they’re
still red with a pulsed-dye laser, followed by a
nonablative fractionated laser to address the
atrophic skin that we find in stretch marks,” said
review coauthor Sabrina G. Fabi, MD, a San
Diego, California–based dermatologist in private practice.
Fabi treats such patients as early as 6 weeks
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postpartum. “It’s hard to juggle being able to
come into my office when they’re caring for a
newborn at home, but I find the earlier the better,” she said.
For postpartum skin laxity, Fabi often follows the foregoing laser treatments with microfocused ultrasound. A study by Lin et al showed
that when performed 6 to 24 months postpartum, such treatments can significantly contract
loose skin post pregnancy.3
Waibel added, “There are 3 different types
of striae—striae rubra, striae alba, and striae distensae. The type of striae determines which laser
therapy we choose.” For striae rubra, she said,
pulsed-dye laser and nonablative fractional lasers
work well. For striae alba, she tends to use nonablative fractional or ablative fractional laser, with
laser-assisted delivery of bimatoprost. “Striae
distensae are the toughest to treat. We use fractional ablative laser and laser-assisted delivery of
poly-L-lactic acid,” she explained.
In 2021, dermatologists have many laser and
energy devices that can treat all skin types safely
and effectively. “Lasers treat many skin conditions including keloids, acne scars, hair removal,
tattoos, pigmentary alterations, and photorejuvenation,” Waibel said. One of the challenges is
that many patients are not aware of the advances
in lasers over the past 2 decades, or they are told
by their physicians that lasers are not safe for their
skin type.
NEW ACNE PROSPECTS

In April 2021, Accure Acne, Inc, Boulder, Colorado, launched a private investment offering to
raise up to $20 million to support development
of the Accure Laser System. It uses a 1726-nm
fiber laser to destroy sebaceous glands.
In March 2020, Accure’s exclusive manufacturing partner for the product, Quanta Systems SpA, Milan, Italy, received CE Mark certification to market what, according to Accure,

is the only 1726-nm laser with CE Mark clearance for acne. In the United States, preliminary
results of the company’s IRB-approved FACE
trial demonstrated an average lesion reduction
of 80% 3 months post treatment.4
Regarding other acne-targeting technologies, R. Rox Anderson, MD, said that photodynamic therapy works well. However, he said,
patients typically cannot tolerate the downtime
and inflammatory reactions, and the lengthy
procedure does not fit well into a busy practice.5 Anderson is Lancer Endowed Chair in
Dermatology and director of the Wellman
Center for Photomedicine at Harvard Medical School in Boston, Massachusetts. He also
serves as founder, and chief scientific and medical officer of Accure Acne.
A system involving gold-coated microparticles to improve sebaceous-gland targeting with
lasers (Sebacia Microparticles; Sebacia) has
stalled. The rationale behind the microparticles, he said, is to force light-absorbing material
backward into the gland, then target it with laser
pulses for selective photothermolysis. The technology earned marketing clearance in Europe
and the United States, Anderson said, and a
European real-world trial went well; however, the
US equivalent did not.6,7 “The sebaceous gland
is like a lung that never inhales. It only exhales—
there’s a duct, and it goes to the surface,” Anderson said.
“The gold nanoparticle concept worked very
well, and if you had a hair-removal laser, wavelengths 755-nm alexandrite, 800-nm diode, or
1064-nm Nd:YAG, you only needed to purchase
the nanoparticles. The treatment is easy to apply
and the data are very compelling,” Waibel said.
The European postmarketing studies, in
which investigators pretreated patients with a
retinoid to open pores, showed after 3 in-office
treatments that inflammatory acne decreased
LASERS CONTINUES ON PAGE 45
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74% at 6 months, 85% at 12 months, and 92% at
24 months.6 “Sadly,” Waibel said, “the company
had a great product and great leadership, but the
economics led to the close of the company during the pandemic.”
Outside acne, Anderson said, red-light PDT
remains a mainstay treatment for actinic keratoses (AKs) and field cancerization. “There’s a
fair amount of evidence that aminolevulinic acid
(ALA)-PDT with red light will greatly suppress
future carcinogenesis.”8,9
Therefore, PDT merits a place alongside
5-fluorouracil and other noninvasive AK treatments. “There’s strong synergy between the vitamin D analogs and both 5-fluorouracil and photodynamic therapy,” he adds.
For the future, Anderson finds nononcologic
applications of PDT intriguing. Having a heavily pediatric practice, he frequently sees children
with large nonresectable nevi sebaceous. Nevus
sebaceous lesions are often very thick, he said.
“Sebaceous glands, including the abnormal ones
in nevus sebaceous, are very avid for the porphyrin pathway. So, if you get the ALA to them, they
will very potently photosensitize themselves,”
Anderson said.
OPTICAL BIOPSIES

“Optical diagnostics is a tsunami coming our
way,” Anderson said. “I don’t know when. But we
will have clinical tools that are worth using. For
things like Mohs surgery, it is a game changer.”5

1

To optimize outcomes, Anderson explained,
virtually every skin cancer and benign lesion that
dermatologists now biopsy should be viewed
microscopically. “I would love to be able to do the
analysis at the bedside—like 1-stop shopping.”
Optical coherence tomography (OCT)
involves splitting a light source and sending half
of it to the skin and the other half to a reference
mirror. This technology can penetrate up to 1.5
mm and sometimes 2 mm. OCT provides lower
resolution than its progenitor, reflectance confocal microscopy, according to Anderson. “You
don’t see the single cells that you see with confocal microscopy.” However, OCT offers the ability to perform a fast, noninvasive “optical biopsy.”
Already, OCT has transformed retinal imaging. Guillermo “Gary” Tearney, MD, PhD, of the
Wellman Center for Photomedicine at Massachusetts General Hospital in Boston, is applying this
technology to gastrointestinal , imaging. Fruits
of these efforts include a small, tethered device
that patients can swallow. “It does the equivalent
of an upper gastrointestinal endoscopy series,”
Anderson said.
Tearney has also invented a dynamic microOCT tool that one day could allow cellular-level
skin imaging. Although typical OCT imaging is
crude at this level, Anderson said, being able to
examine rates of molecular diffusion within cells
can provide a functional equivalent of staining.
“I believe we’re going to make a transformation where you get cellular resolution at suffi-

2

cient depth, and functional information associated with the cell metabolic rate. Things like skin
cancer are going to look very different with this
type of imaging,” he said. Plus, imaging several
square centimeters of tissue takes only seconds.
Meanwhile, Seok-Hyun “Andy” Yun, PhD, of
the Wellman Center has discovered how to turn
living cells into intracellular nanolasers by programming them to genetically express green fluorescent protein.10 The process involves hundreds
of half- micrometer silicon disks. These intracellular laser particles (LPs) emit tunable subnanometer spectra at hundreds of wavelengths.
“It allows you to tag individual cells with a laser
that goes along with that cell,” Anderson said.
Every time the cell divides, he explained,
its LPs divide into the cytoplasm of its daughter cells. “And because you can make these
lasers at so many different frequencies, you can
track thousands of cells simultaneously.”11 In the
future, Anderson said he will attempt to use intracellular nanolasers to develop tattoos that can be
turned on and off.
Disclosures
Waibel is a consultant, advisory board member, and clinical trial investigator for
Candela; and an advisory board member for Sciton and Sebacia. She is also a consultant for and has received equipment loans from Lumenis. Fabi is a consultant for
Merz. Anderson is a consultant and/or adviser for Avaya, Blossom Innovations, Brixton, Cytrellis Biosystems, Follica, IPG, R2 Dermatology, and Sofregen Medical.
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42-year-old Black woman with café au lait birthmark before and after 1 treatment with 1064-nm
picosecond laser (Lumenis).
Photographs courtesy of Jill S. Waibel, MD
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Quick TAKES
Diagnostic errors are an important but
insufficiently addressed issue in dermatology.

Dermatologists must avoid rushing to conclusions in diagnosing diseases that
they see frequently, mimic other conditions, and present in an uncommon way.

Ensuring patient feedback can
help improve diagnostic accuracy.

Sidestep Traps That
Lead to Misdiagnosis
Dermatologist urges colleagues to take mindful measures to avoid errors.

U

nconscious cognitive processes and
poor decision-making frequently
lead to diagnostic errors in dermatology, according to a speaker
the 2021 American Academy of Dermatology
(AAD) Summer Meeting held August 5 through
8, 2021, live in Tampa Florida, and virtually.1
“As dermatologists, we rely primarily on
vision to make a diagnosis and, secondarily, auditory and verbal input,” said Jason B. Lee, MD,
FAAD, a professor of dermatology at Thomas Jefferson University in Philadelphia, Pennsylvania,
who spoke at a session on approaches to improving diagnosis.2 “[For] accuracy, we observe a skin
finding that we properly categorize, then compare the visual data with our own mental database of dermatologic diagnoses. However, the

notion that a dermatologist is an expert in all
these steps is false, thus leading to misdiagnosis.”
Diagnostic error in dermatology represents
an alarming practice gap that has received scant
attention, Lee said. Nonetheless, he added, it
is crucial that clinicians accept the uncertainty
intrinsic to medicine.
Lee’s interest in the topic of diagnostic error
partly stems from his 12 years’ experience as a
residency director. “I was trying to figure out
why there are mistakes and diagnostic errors
that young novices make vs someone who is
more seasoned,” Lee told Dermatology Times®,
“[as well as] the differences between the 2 groups
and how we can help these younger physicians
attain a more seasoned level, to minimize some
of the errors that younger doctors tend to make

75%

PROPORTION OF DIAGNOSTIC
ERRORS STEMMING FROM
COGNITIVE PROCESSES, NOT
KNOWLEDGE DEFICITS2,3
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on a regular basis.”
In 2019, the Journal of the American Academy
of Dermatology published 2 articles about dermatologic diagnosis, 1 on key cognitive principles
and the other on diagnosis and error. The articles also discussed pitfalls and biases that occur
during decision-making.2,3 Study findings indicate that cognitive processes account for 75% of
diagnostic errors, according to the authors. “It
does not appear that knowledge deficit contributes much to errors,” Lee said. “This is surprising because we do not think about cognitive processes as being the reason.”
Currently, making a diagnosis is often a
split-second decision, “usually within the first
20 seconds of encountering a patient,” Lee said.
“And that is how we want to do things. We do
not want to do things deliberately slow. There is
a tendency for our cognitive process to want to
do things really fast.”
These underlying processes are called heuristics: “shortcuts we take to arrive at a desired diagnoses,” Lee explained. “However, with heuristics, there are some predictable cognitive errors
that occur.”
When considering a disease, physicians tend
to go through a mental library. of images and
diseases. “We are trying to match the image to
the patient’s disease,” Lee said. “This process is
known as representative heuristics.”
Availability heuristics, on the other hand,
involve relying on factors that are more familiar and recently seen. “We see what we know,”
Lee said. “A dermatologist who is expert in lymphoma sees more lymphomas and thus is searching for lymphomas, in contrast to a physician who
is expert in psoriasis and will diagnose more psoriasis, even if it is not psoriasis.”
These mental shortcuts can bring perils, however. “Being aware of some of these pitfalls and
knowing our cognitive process can help you real-
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ize the reason behind some of these diagnostic
errors,” Lee said. With representative heuristics,
a common trap is to focus on a finding and try to
match it with a previously seen disease, according to Lee: “A seasoned dermatologist will lean
toward things that are more common, whereas a
younger physician will sort of ignore the prevalence rate, referred to as base rate neglect.”
If 2 conditions look similar, the more common one likely will be diagnosed more often.
“Statistically, psoriasis is more common than
mycosis fungoides, a lymphoma of the skin,
for example, but [the 2 diseases] look similar,”
Lee said. “Acne, rosacea, and lupus also simulate each other, so they are often misdiagnosed.
If these 2 conditions look similar at flush blush,
you have to look for things, basically, that favor
one or the other.”
For example, eye involvement and dryness
are more prominent with rosacea than with
lupus. Rosacea is also more unilateral. “The butterfly rash of the cheeks in lupus is usually bilateral,” Lee said. “It goes back to understanding
the spectrum of the presentation for the different diseases.”
Representative heuristics tend to neglect the
base rate or prevalence of disease. “If you have a
choice, you would want to choose a disease that
is more common than rare,” Lee said.
Overconfidence also leads to diagnostic
errors. “While overconfidence is an attribute
that is respected and desired in medicine, it prevents you from being more analytical,” Lee said.
For instance, a dermatologist may be fairly confident when diagnosing rash. “But it prevents you
from thinking of other possibilities, so the thinking process goes awry,” Lee said. “Being more
circumspect is the advice from most experts.”
All this decision-making happens at an
unconscious level, automatically, according to
Lee. “It is difficult to control things or at least try
to think about these processes and try to understand where things go wrong,” he said.
Dermatologic conditions that are prone to
diagnostic error are “not esoteric things that
are out there,” Lee said. “It is often the routine,
bread-and-butter diagnoses that are missed, both

clinical insights
among primary care doctors and dermatologists.
Practitioners do not recognize the uncommon
presentations of common diseases.”
Routine fungal infections such as tinea, psoriasis, and eczema are particularly prone to misdiagnosis. “Clinicians do not understand, or they
do not have the knowledge of, the broad spectrum that these conditions can present,” Lee said.
“For example, psoriasis has a huge spectrum of
presentation. Tinea corporis or dermatophytosis also [has] a variety of clinical presentations.”
Similarly, lichen planus is relatively common,
typically characterized by flat-topped papules
and plaques. “However, when the disease presents as an atrophic variance that is flatter, people
do not think of the diagnosis,” Lee said.
In skin of color, lichen planus is very violaceous. “But when it presents in very fair-skinned
individuals, it can just be pink and therefore is
not recognized as lichen planus right off the bat,”
Lee said. “Often, a biopsy is required to confirm
the diagnosis.”
Dermatologic conditions may also be treated
inappropriately, altering the characteristic
appearance of lesions. Lee recommended that
when making a diagnosis, dermatologists not just
focus on the case in front of them but also take a
step back and consider other possibilities. “Make
sure whatever data you have matches the diagnosis that you are contemplating,” he said.
Clinicians should also avoid getting caught in
the trap of bias. “One of these is premature closure, where you basically formulate a diagnosis
without thinking of other possibilities,” Lee said.
“Instead, take a diagnostic time-out. Dermatologists should not be pressured to make a quick
diagnostic decision, especially when the stakes
are high, like with melanoma or toxic epidermal
necrolysis. People can die from these diseases.”
Taking certain steps may help enhance diagnostic accuracy, according to Lee. Sharpening
visual observational skills, even in areas unrelated to dermatology, such as observing a painting, may be of benefit. Following a checklist also
can help prevent judgment flaws, as long as the
items are short and to the point.
However, there are no shortcuts to achieving
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accuracy. “Your best defense against these cognitive errors is experience in a regular setting and
receiving feedback from your patients,” Lee said.
“When I make a diagnosis and the patient never
comes back, I have no idea whether I got the diagnosis right; therefore, the methodical feedback
from your patients and bias reports is important
to ensure that your diagnosis is accurate and that
your treatment is appropriate.”
When a patient does not return to the office,
the reason might be that the patient got better—or
that they sought treatment elsewhere because the
original therapy was ineffective. “Without feedback, you do not know your accuracy in diagnoses and the outcome of your patients,” Lee said.
Ultimately, diagnosis is an evolving hypothesis based on assumptions and interpretations
of findings. “The reality is that medicine is not
nearly as evidence based as we imagine and our
understanding of disease is much less than we
think,” Lee said.
Only after dermatologists acknowledge their
numerous diagnostic blind spots can they begin
to reduce error. “By accepting our limitations and
ignorance, while avoiding complacency and overconfidence and displaying humility, we will better serve our patients,” Lee said.
Despite these cognitive behaviors occurring at a subconscious level several times a day
in practice, maintaining vigilant awareness is
key. “It is something I try to do in my own practice, but it is difficult to avoid because our cognitive process is sort of hardwired this way,” Lee
said. “All that we can do, particularly when the
stakes are high, is do the best we can to minimize errors.”
Disclosures
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“

To ensure accuracy, we observe a skin finding that we properly
categorize, then compare the visual data with our own mental database
of dermatologic diagnoses. However, the notion that a dermatologist is an
expert in all these steps is false, thus leading to misdiagnosis.”
Jason B. Lee, MD, FAAD, professor of dermatology at Thomas Jefferson University in Philadelphia, Pennsylvania
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“

Always consider an underlying
malignancy when dealing with
an atypical presentation of [a]
well-documented disorder.”
Seemal R. Desai, MD, FAAD, Dallas, Texas

 Masking Malignancy FROM PAGE 1

PAPULOSQUAMOUS DISORDERS
(acanthosis nigricans, acquired ichthyosis, tripe palms,
Leser-Trélat syndrome, acrokeratosis paraneoplastica
[Bazex syndrome])

In one case, a 73-year-old White man presented
with scaly lesions that had been on his hands,
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elbows, knees, and abdomen for 6 months. His
condition was nonpruritic. He had experienced
severe weight loss for more than 6 months and
had difficulty swallowing. The combination of
lesions and gastric symptoms suggested a diagnosis of malignant acanthosis nigricans, Desai said.
“Associated malignancies included gastric,
esophageal, ovarian, endometrial, gallbladder,
lung, bladder, and others,” Desai said. “Nearly
all are adenocarcinomas, of which 70% to 90%
are intra-abdominal and 50% to 60% are gastric. The cancer is usually well-established
when cutaneous signs appear and may possibly
improve with treatments such as surgical modalities, radiation, and/or chemotherapy.”2
TRIPE PALMS

Assessing the possibility of malignancies underlying tripe palms underscores the need to consider all factors that could affect the diagnosis,
according to Desai.
He pointed out that this condition is associated with lung carcinoma in more than 90% of
cases. However, when a patient presents with
both tripe palms and acanthosis nigricans, the
case suggests an adenocarcinoma, typically gastric, according to Desai. He noted that 60% of
tripe palms present before or around the same
time as the diagnosis of the tumor and, based on
current research, the condition does not have a
race or gender predisposition.3

INTERFACE DERMATITIS (paraneoplastic
dermatomyositis, paraneoplastic pemphigus)
“Dermatomyositis is a very common disease
but a scary one,” Desai said. “The malignancy
associated with this condition usually is seen in
patients in their fourth, fifth, or sixth decade.
Skin findings often precede the development of
malignancy by a year.”
Female patients should be scanned for ovarian cancer, which is strongly linked to dermatomyositis, he added. He advised recommending
gynecological exams every 3 to 6 months and
getting other pertinent health screenings. “Urge
your female patients to see their ob-gyn [obstetrician-gynecologist] or primary physician,” he
said. “Talk to them. Take their history. Are their
pants tighter? Is there unusual menstrual bleeding? Does their stomach feel full? If so, look for
ovarian tumors.” Treating the underlying malignancy usually clears the skin changes, according to Desai.

REACTIVE ERYTHEMAS
AND NEUTROPHILIC DERMATOSES
(erythema gyratum repens, necrolytic migratory erythema,
Sweet syndrome, pyoderma gangrenosum)

Desai used the example of a patient with Sweet
syndrome to illustrate the challenges of distinguishing malignancies. He pointed out that
hematologic disorders such as acute myeloblastic leukemia make up 85% of associated malig-
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nancies with Sweet syndrome, whereas genitourinary tumors represent the most common solid
tumors associated with it. “Sweet [syndrome]
should be treated as hematologic until proven
otherwise, and patients should be receiving specific screenings including blood [cell] counts,
peripheral smear, screening for GU [genitourinary] malignancies, and repeat biopsies as
needed,” he said.

CROHN’S DISEASE
AND ULCERATIVE COLITIS (UC)
Fistulas are the fi rst sign of Crohn’s disease
and can often be seen after procedures. Metastatic Crohn’s disease can progress to the skin;
lesions appear in 10% to 30% of cases. Crohn’s
disease can involve lymph nodes and be associated with systemic sequelae. Rare metastatic
Crohn’s disease can cause lesions that mimic
erythema nodosum he explained.
Patients with UC typically present with
bloody diarrhea; there are numerous skin manifestations are usually linked to underlying bowel
disease or other pathologies but can be associated with serious complications such as colorectal cancer. Erythema nodosum, pyoderma gangrenosum, aphthous stomatitis, aseptic pustular eruptions, and, rarely, pyoderma vegetans
are associated with UC.
Whatever the condition, Desai advised
thinking outside the box to investigate hard-toidentify malignancies. “Full-body skin scans
are critical. Get patients in a gown and look at
them head to toe,” he said. “Get a tissue culture. Chest x-rays are easy and affordable ways
to investigate suspicious factors in the lungs. Do
biopsies, but also consider tests beyond those
typically used in dermatology. Take time to talk
with the primary physicians or other specialists
on the patient’s care team and let them know
you’re part of that team.”
In addition, he advised studying recent data
from the literature regarding the most common
skin symptoms of primary underlying malignancies. The knowledge may aid development
of treatment and work-up plans for patients
presenting with skin conditions suspicious for
underlying disease.

INTERESTED IN
MORE CONTENT
LIKE THIS?
SUBSCRIBE TODAY!

“For all of these cases, realize that these
patients are in our offices,” Desai said. “Some
of these cases are rare, but rare things are going
to happen. We have the opportunity to change,
transform, and maybe save their lives.”
Disclosure
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CANTHARIDIN 0.7% COULD
BE STANDARD OF MOLLUSCUM CARE
By LISETTE HILTON | Staff Correspondent
Phase 3 studies show efficacy and good tolerance of a drug–device combination containing cantharidin 0.7% (VP-102; Verrica) used to treat molluscum contagiosum.
VP-102 eliminates most challenges associated with treating molluscum with cantharidin, according to VP-102 study author Lawrence Eichenfield, MD, who presented data
on the topical at the Fall Clinical Dermatology conference held October 21 to 24, 2021,
in Las Vegas, Nevada.1,2
If FDA approved, VP-102 could be an emerging standard for molluscum treatment, which
currently lacks a standard of care, according to Eichenfield, who is chief of pediatric and
adolescent dermatology at Rady Children’s Hospital-San Diego and professor of dermatology and pediatrics and vice-chair of the Department of Dermatology at University of California San Diego School of Medicine.
“Recent Cochrane reviews looking at treatment of molluscum contagiosum concluded,
‘No single intervention has been shown to be convincingly effective in the treatment of molluscum contagiosum,’” Eichenfield said. “Most of the evidence was low quality, other than
the well-done studies showing that imiquimod worked no better than vehicle.”
VP-102 offers standardization of cantharidin in unit dose vials, allowing direct, controlled
application on molluscum, with stable concentration and good shelf life, Eichenfield said.
“An FDA-approved multilesion, single-use cantharidin product could increase the ease
and consistency of treating with cantharidin, and the strong evidence in controlled trials
should help establish this as a useful and, hopefully, accessible product,” he said.
Dermatologists, pediatricians, and other providers use a mixture of approaches today,
he added.
“Some don’t treat, some use liquid nitrogen, some use topical retinoids, many use imiquimod—even though the studies were negative on its utility—a few do curettage, and others
use other methodologies without a good evidence basis for their effectiveness,” he said.
“Cantharidin has been difficult to get for many dermatologists, given that compounded
products do not have specific approval by the FDA, and compounded products do not appear to have consistent concentrations over time and ‘multiple dips’ into the bottle create
risks of contamination.”
Application of cantharidin with a cotton swab or other applicator can be intimidating for
dermatologists and patients. The dosage is hard to control, which sometimes can cause
severe blistering, pigment changes, and even scarring, according to Neal Bhatia, MD, director of clinical dermatology at Therapeutics Clinical Research in San Diego, California, who
presented at Fall Clinical with Eichenfield, but focused on molluscum pathogenesis and the
efficacy of current treatments.
“The applicator and delivery system of the cantharidin 0.7% is very precise and is easier to
apply,” Bhatia said. “This will be useful for treating both children and adults.” While many believe that molluscum can resolve on its own, Bhatia said it often does not and can “spread
like wildfire.”
Since molluscum tends to occur in patches, or groups, imiquimod cream treatment is
likely to cause local skin reactions and flare-ups in patients who have atopic dermatitis.
Commonly used treatment is sinecatechins 15% ointment (Veregen) and while it’s effective,
the treatment can be slow acting, taking about 4 months to heal molluscum.
“There is anecdotal evidence for the combination of curettage and imiquimod. What is
interesting about molluscum is if you scrape it off, it tends to go away, but it can be painful
and can leave scars,” he said.
If it becomes commercially available, cantharidin 0.7% would likely become dermatologists’ go-to therapy, taking place of the older cantharidin treatment approaches, and could
reduce the use of liquid nitrogen, according to Bhatia.
For full list of references, see dermatologytimes.com
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SKIN CARE ?
SOLAIRE UV MINERAL MULTIDEFENSE SUNSCREEN SPF 50+
Eau Thermale Avène’s 100% mineral
sunscreen is formulated with zinc
oxide to protect against UV radiation,
blue light, and pollution. Along with
key ingredients niacinamide, Avène
Thermal spring water, and bisabolol
plus allantoin, this sunscreen also
helps to minimize redness, calm the
skin, and improve skin tone.
FOR MORE INFO aveneusa.com

MIRACULAR FACE
SERUM BY NOURISHING
BIOLOGICALS
Packed with 7 Nobel Prize-winning
growth factors, the Miracular Face
Serum stimulates collagen and elastin
production to aid in skin cell regeneration.
According to Nourishing Biologicals,¹
most skin care contains molecules too
large to be properly absorbed by the skin,
but Nourishing Biologicals’ skin care is
equipped with small molecules that are
able to penetrate the skin more effectively.
FOR MORE INFO nourishingbiologicals.com

PCA SKIN HYALURONIC ACID
OVERNIGHT MASK
This overnight mask supplies the
skin with intense hydration to boost
radiance and luminosity while
stimulating the skin’s regeneration
process. Suitable for all skin types,
PCA Skin’s new face mask contains
natural extracts to help soothe and
calm tired skin.
FOR MORE INFO pcaskin.com

SUNFORGETTABLE
TOTAL PROTECTION
FACE SHIELD FLEX
SPF 50
This tinted SPF 50 sunscreen from
Colorescience comes in 4 shades
that deliver tone-adapting and
buildable coverage for all skin
types with a demi-matte finish.
Sunforgettable is equipped
with patented EnviroScreen
Technology to battle against
UVA/UVB rays, pollution, blue
light, and infrared radiation.
FOR MORE INFO colorescience.com

ALL BRIGHT NIACINAMIDE BRIGHTENING TONER
SLMD’s new brightening toner is powered by ascorbic acid,
niacinamide, α-arbutin, and resveratrol to help tighten,
brighten, and exfoliate the skin to reveal a smooth glow. The
All Bright toner also reduces the appearance of enlarged
pores and targets dry, uneven skin tone.
FOR MORE INFO slmdskincare.com
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Blue Ocean Dermatology,
committed to highquality customer care
and preventative health
treatment, is seeking a fulltime BC/BE Dermatologist in
Volusia County, FL.

Successful cosmetic plastic surgery, dermatology practice is
seeking BC/BE dermatologist to join our practice in Eastern
Pennsylvania. Flexible hours as position can either be full time
or part time. Our practice includes four plastic surgeons,
1 dermatologist, 1 physician assistant, 1 nurse practitioner,
1 nurse injector, and 2 licensed aestheticians. Currently our
Plastic practice is 75% cosmetic.
Compensation includes a base salary plus an incentive bonus
based on productivity. In addition, we offer a comprehensive
benefits package. The Company benefit package includes
malpractice insurance, health, dental and vision insurance.,
vacation, conference allowance and organization dues.
We are in located in Allentown, PA. Our region offers a
wide array of excellent schools and universities, and a vast
metropolitan culture. We are located within sixty-minutes to
downtown Philadelphia and ninety minutes to New York City.

Please send cover letter and CV to
mstubbmann@asasurgery.com

This position offers
a competitive salary,
generous leave and
benefits package, and
$5,000 relocation bonus.
Please submit all inquiries
and your CV to: amy@
blueoceandermatology.com

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

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
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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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