
A RECENT META-ANALYSIS confirms cyclo-
sporine as the most effective atopic derma-
titis (AD) treatment at the molecular level, 
although dupilumab (Dupixent, Sanof i 
Genzyme and Regeneron Pharmaceuticals) 
achieves broad cutaneous changes beyond 
those expected with speci� c Th2 inhibition. 
Focusing on biomarkers, moreover, may facil-
itate future development of personalized med-
icine in AD, authors add.

Unlike in psoriasis, says co-author Emma 
Guttman-Yassky, M.D., clinical trials in AD 
typically produce high placebo response rates. 
However, she says that instead of focusing solely 
on clinical response, examining changes in 
immune and barrier mechanisms in skin — as 
the meta-analysis did — provides a more objec-
tive, granular picture of the di� erential e� ects 
of speci� c drugs. She is the Clara Kest profes-
sor and vice chair of dermatology at the Icahn 
School of Medicine at Mount Sinai in New York.
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ATO P I C  D E R MAT I T I S

Molecular study highlights 
drug differences
JOHN JESITUS | Sta�  Correspondent

MOLECULARCONTINUES ON PAGE 15
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IL-23 antagonist 
demonstrates favorable 
long-term safety
CHERYL GUTTMAN KRADER, BS, PHARM | Sta�  Correspondent

BIOLOGICS FOR TREATING moderate-to-severe psori-
asis represent several di� erent classes de� ned by mech-
anism of action. Data indicate that the interleukin-23 
(IL-23) antagonist guselkumab (Tremfya, Janssen) has 
a favorable long-term safety pro� le for adults with mod-
erate-to-severe plaque psoriasis who are candidates for 
systemic therapy or phototherapy, according to Steve 
Feldman, M.D., who told colleagues at a conference ear-

IL-23CONTINUES ON PAGE 18
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Of All AK Lesions May Progress into 
INVASIVE SCC PER YEAR

.025% TO16%

S K I N  CAN C E R

The future of AK treatment
It is estimated that 0.025% to 16% of all actinic keratosis (AK) 

lesions may progress into invasive SCC per year, and there is 
still no marker to predict which lesions will progress, accord-
ing to a recent paper that outlined diagnostic challenges as 

well as current and pipeline treatment approaches.1

“The prevalence of AK is already high and expected to rise even 
further in the next years,” write authors Philip Cramer, M.D., and 
Eggert Stock� eth, M.D., from St. Josef Hospital, University Hospital 
of the Ruhr-University of Bochum, Bochum, Germany. “Actinic 
keratosis, apart from immune-suppressed patients, mainly is a 
chronic disease which a� ects the older third of the population. 

ILYA PETROU, M.D. | Sta�  Correspondent

AK TREATMENTCONTINUES ON PAGE 31
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by MIKE HENNESSY, SR 

Updates on COVID-19
& clinical care advances
WHILE COVID-19 IS STILL TOP OF MIND for all of us, 
we continue to keep you informed about how 
the pandemic is and will continue to affect you 
and your practice. You can find much of this 
coverage on our website at dermatologytimes.
com/coronavirus as well as recaps of 
discussions from our recent webcasts:
Survival of the private practice: bit.ly/privatepracticesurvival
Reopening the private practice: bit.ly/reopeningpractice

This month, as you’re likely in the midst of 
utilizing teledermatology, Dr. David Goldberg 
discusses HIPAA compliance concerns (pg 10) 
and the changes in perceived privacy given the 
pandemic. In our guest commentary, Dr. Bobby 
Buka who practices in New York City offers his 
experience and tips from what he’s learned to 
continue caring for patients amid the crisis (pg 
9). “Unlike other catastrophes that have struck 
our region (for example, 9/11 or Hurricane 
Sandy), this pandemic is unique in the way that 
it distances us,” he says. And he shares ways to 
take precautions in your practice and strengthen 
your teams as well as your patient relationships.

As you’re keeping up with both the impact of 
COVID-19 and new industry developments, we 
hope you find our updates on the clinical care 
side insightful. Attention has stayed on the role of 
the microbiome in skin disease, and this month 
our physicians share insights related to skincare, 
atopic dermatitis and rosacea. 

A recent study suggests the skin microbiome 

may hold promise as a clinical biomarker for 
atopic dermatitis as researchers noticed that 
S. aureus levels appear to decrease during the 
treatment and increase at treatment termination 
in a portion of patients (pg 13). Another analysis 
(pg 27) has indicated some differences in skin 
microbiota, though not significant, in a small 
group of patients before and after oral antibiotic 
therapy. The researchers conclude that a better 
understanding of cutaneous changes relevant 
to therapy could help clinicians hone in on 
microbes that may cause rosacea symptoms. 
In Dr. Zoe Draelos’ Cosmetic Conundrums 
column (pg 11), she shares insights on the role of 
‘biotics’ in skincare; however she underscores 
the need for more research, noting “Normalizing 
the microbiome to achieve skin health 
sounds wonderful until you realize the normal 
microbiome has yet to be defined!” 

Another theme we captured this month is the 
role of devices in skin disorders. In “Device-based 
Tx strategies,” on pg 20, Dr. Fernando Sakomo-
to shares results from a study that examined tar-
geting the sebaceous glands with high-dose red 
light PDT to treat acne. And, Dr. Mark Nestor looks 
at the role of phototherapy in the treatment of 
psoriasis on pg 16.

We hope this issue finds you staying healthy 
and safe!   
MIKE HENNESSY, SR., IS CHAIRMAN AND FOUNDER OF DERMATOLOGY 
TIMES’ PARENT COMPANY, MJH LIFE SCIENCES.

DermatologyTimes®MAY 2020chairman’s letter
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CLEARRAPIDDURABLE 4 DOSES PER YEARCLEARRAPID

An IL-23 inhibitor for adults with moderate to severe plaque 
psoriasis who are candidates for systemic therapy or phototherapy1

Nothing less than the opportunity 
for durable skin clearance.1 

For your patients, that’s everything.

Reliable 3-month dosing
 after 2 initiation doses

 at Weeks 0 and 4 
(150 mg per dose)1

Co-primary endpoints 
of PASI 90 and sPGA 0/1 
at Week 16,1,2 including 

response 4 weeks 
after fi rst dose2,3

The majority of patients 
achieved PASI 100 at 

Week 521,2

Most patients achieved 
PASI 90 at Week 16 and 

maintained it at 
Week 521,2

TURN THE PAGE TO VIEW THE

SAFETY CONSIDERATIONS1

SKYRIZI may increase the risk of infection. Instruct patients to report signs or symptoms of clinically important infection 
during treatment. Should such an infection occur, discontinue SKYRIZI until infection resolves. Evaluate patients for 
tuberculosis infection prior to initiating treatment with SKYRIZI. Avoid use of live vaccines in SKYRIZI patients.

Please see additional Important Safety Information on the inside spread.
Please see the Brief Summary of the full Prescribing Information on the last page of this ad.

LONG-TERM DATA

15-7694 US-SKZD-200055 Jrnl_Ad.indd   1 4/6/20   10:36 AM
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INDICATION1

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

IMPORTANT SAFETY INFORMATION1

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 benefi ts 
prior to prescribing SKYRIZI. Instruct patients to seek 
medical advice if signs or symptoms of clinically 
important infection occur. If a patient develops such 
an infection or is not responding to standard therapy, 
closely monitor and discontinue SKYRIZI until the 
infection resolves. 

Pre-Treatment Evaluation for 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 

LEARN MORE ABOUT SK YRIZI AT SKYRIZIHCP.COM

KEY VARIABLES (AS MEASURED EVERY 
12 WEEKS THROUGH WEEK 172) OF OLE
sPGA 0/1, sPGA 0, PASI 75, PASI 90,
and PASI 100

OLE LIMITATIONS: In an open-label 
extension, there is potential for enrichment 
of the long-term data in the remaining 
patient populations since patients who are 
unable to tolerate or do not respond to the 
drug often drop out.

treatment cannot be confi rmed. Monitor patients for 
signs and symptoms of active TB during and after 
SKYRIZI treatment. Do not administer SKYRIZI to 
patients with active TB.

Immunizations
•   Prior to initiating SKYRIZI, consider completion of all 

age appropriate immunizations according to current 
immunization guidelines. Avoid use of live vaccines in 
patients treated with SKYRIZI.

Adverse Reactions
•   Most common (≥1%) adverse reactions associated with 

SKYRIZI include upper respiratory infections, headache, 
fatigue, injection site reactions, and tinea infections.

Please see the Brief Summary of the full Prescribing Information
on the following page.

STUDY DESIGN: The data presented here are 
a sub-analysis of LIMMitless (OLE) and include 
only patients from ultIMMa-1 and 2 who were 
originally randomized to SKYRIZI, completed the 
RCT, and enrolled in the OLE. LIMMitless is an 
open-label extension for which patients who 
completed either ultIMMa trial, IMMhance, or 
IMMvent were eligible to participate.

RCT=Randomized Controlled Trial.
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Study Design: UltIMMa-1 (N=506) and ultIMMa-2 (N=491) were replicate phase 3, randomized, double-blind, placebo- and active-controlled studies 
to evaluate the eª  cacy and safety of SKYRIZI (150 mg) vs placebo over 16 weeks and biologic active control over 52 weeks in adult patients with 
moderate to severe plaque psoriasis. SKYRIZI (150 mg) was given as 2 subcutaneous injections at Weeks 0, 4, and every 12 weeks thereafter.2

NRI=Non-Responder Imputation. 

ACHIEVEMENTS AT WEEK 16 IN ULTIMMA-1 & ULTIMMA-2 (NRI)2

Participants received treatment at Week 0, Week 4, and every 12 weeks thereafter

moderate to severe plaque psoriasis. SKYRIZI (150 mg) was given as 2 subcutaneous injections at Weeks 0, 4, and every 12 weeks thereafter.

CONSISTENT PASI 90/100 RATES AT 2.5 YEARS 
IN OPEN-LABEL EXTENSION4 

INTEGRATED RESULTS FROM ULTIMMA-1 AND 2—ALL DATA ARE AS OBSERVED

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Gordon KB, Strober 
B, Lebwohl M, et al. Eª  cacy and safety of risankizumab in moderate-to-severe plaque psoriasis 
(UltIMMa-1 and UltIMMa-2): results from two double-blind, randomised, placebo-controlled and 
ustekinumab-controlled phase 3 trials. Lancet. 2018;392 (10148):650-661. 3. Lebwohl M, Bachelez 
H, Valdecantos WC, Wu T, et al. Eª  cacy and safety of risankizumab in moderate-to-severe plaque 
psoriasis: an integrated analysis of UltIMMa-1 and UltIMMa-2. Poster presented at: American 
Academy of Dermatology Annual Meeting; March 1-5, 2019; Washington, DC. 4. Data on fi le, 
ABVRRTI69209. 

CO-PRIMARY ENDPOINTS (P<0.0001) SECONDARY ENDPOINT (P<0.001)

*Analysis conducted 8/6/2019.

 (Analysis 6/28/2019)

AT WEEK 52 AT WEEK 136

MAINTENANCE OF RESPONSE

 In the randomized controlled trials, 
among patients who achieved PASI 90 

or PASI 100 at Week 16, level of 
response was maintained at Week 52 

by 88% (n=398/450) and 80% 
(n=206/258), respectively.1

In an observed analysis,* among patients who 
achieved PASI 90 or PASI 100 at Week 52 
and had available data at Week 136 in the

 open-label extension, level of response was 
maintained at Week 136 by 94% (n=375/398) 

and 82% (n=232/282), respectively.4
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•   Prior to initiating SKYRIZI, consider completion of all 

age appropriate immunizations according to current 
immunization guidelines. Avoid use of live vaccines in 
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SKYRIZI include upper respiratory infections, headache, 
fatigue, injection site reactions, and tinea infections.

Please see the Brief Summary of the full Prescribing Information
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DO NOT RE-SIZE

SKYRIZITM (risankizumab-rzaa) injection, for subcutaneous use PROFESSIONAL BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

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 bene�ts prior 
to prescribing SKYRIZI. Instruct patients to seek medical advice if signs or symptoms of clinically important 
infection occur. If a patient develops such an infection or is not responding to standard therapy, monitor the 
patient closely and do not administer SKYRIZI until the infection resolves. 
Pre-treatment Evaluation for 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 con�rmed. Monitor patients for signs and symptoms of active TB during and 
after SKYRIZI treatment. Do not administer SKYRIZI to patients with active TB. 
Immunizations
Prior to initiating therapy with SKYRIZI, consider completion of all age appropriate immunizations according 
to current immunization guidelines. Avoid use of live vaccines in patients treated with SKYRIZI. 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 re�ect the rates observed in practice. 
A total of 2234 subjects were treated with SKYRIZI in clinical development studies in plaque psoriasis. Of these, 
1208 subjects with psoriasis were exposed to SKYRIZI for at least one year. 
Data from placebo- and active-controlled studies 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 studies. 

Table 1. Adverse Drug Reactions Occurring in ≥ 1% of Subjects on SKYRIZI through Week 16

Adverse Drug Reactions
SKYRIZI 
N = 1306 

n (%)

Placebo 
N = 300 

n (%)
Upper respiratory infectionsa 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 14 (1.1) 1 (0.3)
a Includes: respiratory tract infection (viral, bacterial or unspeci�ed), 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, in�ammation, 
irritation, pain, pruritus, reaction, swelling, warmth 
e Includes: tinea pedis, tinea cruris, body tinea, tinea versicolor, tinea manuum, tinea infection 

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. 
Speci�c Adverse Drug Reactions
Infections
In the �rst 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 �rst 16 weeks of treatment. 
Safety through Week 52
Through Week 52, no new adverse reactions were identi�ed and the rates of the adverse reactions were 
similar to those observed during the �rst 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 speci�city of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be in�uenced 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 classi�ed as neutralizing. Higher antibody titers in approximately 1% of subjects treated with 
SKYRIZI were associated with lower risankizumab-rzaa concentrations and reduced clinical response. 

DRUG INTERACTIONS
Live Vaccinations
Avoid use of live vaccines in patients treated with SKYRIZI [see Warnings and Precautions]. 
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
Limited available data with SKYRIZI use in pregnant women are insuf�cient 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 signi�cance of these �ndings for humans 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
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 identi�ed as 50 mg/kg (20 times the MRHD, based on mg/kg comparison) and 
the NOAEL for developmental toxicity was identi�ed 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 bene�ts 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 ef�cacy 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 suf�cient 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. 

PATIENT COUNSELING INFORMATION
Advise the patient and/or caregiver to read the FDA-approved patient labeling (Medication Guide and 
Instructions for Use) before starting SKYRIZI therapy and to reread the Medication Guide each time the 
prescription is renewed. Advise patients of the potential bene�ts and risks of SKYRIZI. 

Infections
Inform patients that SKYRIZI may lower the ability of their immune system to �ght 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 Instruction
Instruct patients or caregivers to perform the �rst self-injected dose under the supervision and guidance of a 
quali�ed healthcare professional for training in preparation and administration of SKYRIZI, including choosing 
anatomical sites for administration, and proper subcutaneous injection technique. 
Instruct patients or caregivers to administer two 75 mg single-dose syringes to achieve the 150 mg dose of 
SKYRIZI. 
Instruct patients or caregivers in the technique of needle and syringe disposal. 

Manufactured by: 
AbbVie Inc. 
North Chicago, IL 
60064, USA 
US License Number 1889 
SKYRIZI™ is a trademark of AbbVie Biotechnology Ltd. 
© 2019 AbbVie Inc. 
Ref: 20059638 Revised August, 2019 
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I am the CEO and co-founder of one of 
the largest dermatology practices in 
New York, and I write this month from 
the epicenter of the COVID-19 cri-

sis. We have 17 dermatology o�  ces here, all 
on ground-� oor locations throughout New 
York City. We have always prided ourselves 
on making dermatology more accessible for 
folks who may have previously felt apprehen-
sive about visiting a skin doctor. It is this same 
easy accessibility — this high visibility — that 
now places us on the front lines of a national 
health crisis. 

I believe that our COVID-19 experience 
can be instructive for dermatology practices 
across the country who are understandably 
concerned about how this pandemic will a� ect 
their own o�  ces, and what will happen if their 
regions also become hot zones. I hope to pro-
vide some helpful insight as to how you can bet-
ter prepare for challenging times ahead.

Unlike other catastrophes that have struck 
our region (for example, 9/11 or Hurricane 
Sandy), this pandemic is unique in the way 
that it distances us. Caring for others is sud-
denly made more di�  cult when the inherent 
trust between patient and physician is com-
promised by the potential risk of contagion. 
As a result, patient census drops fast. One 
day, we had all of our o�  ces open, the next we 
had volume enough to support only � ve loca-
tions for non-elective dermatology. The lights 
go out faster than expected — fewer patients 

will seek skincare and, for the ones that do, 
state governments will often mandate that they 
stay-at-home. 

This moment in your practice will prove 
an inimitable in� ection point. In our experi-
ence, we believe taking more drastic steps, with 
a subsequent longer outlook to then scale these 
changes back, will be more successful than 
stepwise reactivity. In order for our practice to 
survive and for us to continue taking care of our 
patients during the crisis, we made the follow-
ing moves:

DOUBLE-DOWN ON PRECAUTIONS. 
The Dermatology Specialists is known for 
its superlative safety record. We take our 
OSHA-standards for cleanliness, infection-con-
trol and inter-patient sanitization very seri-
ously. The new coronavirus disease has given 
us an opportunity to move many of these back-
stage processes to front-and-center in order to 
reassure our patient population, “this is a safe 
space.” We room patients quickly, so as to avoid 
waiting room contagion. We space out waiting 
room access, in many instances closing front 
doors and texting patients to enter once we’ve 
had the opportunity to wipe down surfaces. We 
direct all incoming patients to the bathroom to 
wash hands prior to their visit. All registration 
pens are single use. Re-emphasizing these pro-
cesses visibly is key to patient retention. 

Of note, it is helpful to talk to your medi-
cal equipment vendors early — while they may 

already be out of PPE, ask that you be placed on 
their re-stock list as additional supplies become 
available. 

STRENGTHENING YOUR TEAM. 
As di�  cult as it was, we acted quickly to fur-
lough many employees whom we could not 
continue to keep on payroll. Putting team mem-
bers on temporary leave is a gut-wrenching, 
emotional process among colleagues who have 
become friends. Like many of you, our sta�  is 
the winning recipe for our practice. We look to 
the stimulus package to help support our prac-
tice family until we can all be reunited. 

For everyone in the practice, overcommu-
nication is essential. Many have only “doom 
and gloom” live-streamed daily from their tel-
evisions or devices. Our team is resilient, but 
leadership must check in regularly. We set up a 
Zoom call every week for our 200+ employees. 
When information becomes available, we share 
it transparently along with any helpful updates. 
Our video calls are for o�  ce logistics, to share 
hopes for and challenges to reopening, and also 
close with musings on “Tiger King” and home-
made haircuts. Those moments of human-
ity are worth 1,000 emails. I am wholly grate-
ful to our providers who have risked their own 
health to remain on the front lines — and now 
is the time to show it. Their e� orts have kept 
patients out of urgent care centers and emer-
gency rooms, preserving precious resources for 

by BOBBY BUKA, M.D., J.D.

Dr. Buka is a board-certi� ed dermatologist and is the CEO and co-founder of The Dermatology Specialists, a full-service dermatology 
practice with locations all across New York City. Dr. Buka is a contributing founder of the First Aid Beauty skinscare line. He’s also the author of 
Buka’s Emergencies in Dermatology and the newly launched Top 50 Dermatology Case Studies for Primary Care.

Practicing dermatology in the time of COVID-19

Unlike other catastrophes that have 
struck our region, this pandemic is 
unique in the way that it distances us."

COVID-19CONTINUES ON PAGE 35
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She tells her youngest son, a law student, how 
happy she was using FaceTime to communicate 
with her physician. 

He is horri� ed and tells his mother that 
FaceTime is not HIPAA compliant. He � les a 
federal complaint, as well as a complaint with 
local state regulatory authorities against Dr. 
NY. The dermatologist is horri� ed. His prac-
tice was decimated by COVID-19, he tried to 
help his patient, and still ends up with legal 
issues.

“Telemedicine” is a term that covers any use 
of electronic communication technology to con-
vey medical information. It can be as basic as 
seeking a consultation or as advanced as robotic 
surgery. Teleradiologists and telepathologists 
use electronic communication to send radio-
graphs and specimen images for diagnostic or 

consultation purposes. Teledermatology can 
be practiced in the role of a consultant or as a 
seeker of consultation. However, this practice is 
fraught with liability issues. 

#1 Licensure (i) Is the dermatologist exceed-
ing the license granted by his/her state? If 

so, the physician can be subject to disciplinary 
action in the state if the license is used inappro-
priately as a predicate to practice telemedicine. 
(ii) Are you engaging in the unlicensed practice 
of medicine in other states? 

There is no national consensus on what 
states demand from physicians located outside 
their borders and are practicing telemedicine 
within any one state. Some states demand full 
licensure, some o� er restricted licenses for tele-
medicine, and some o� er licensing by endorse-

ment under reciprocity agreements with neigh-
boring states. 

Despite the wide range of options, there is 
a common thread to keep in mind: If there is a 
regular, ongoing practice of telemedicine in the 
state (as opposed to an occasional consultation), 
the state will want some degree of licensure. A 
physician who lacks such licensure can be sub-
ject to prosecution for the unlicensed practice 
of medicine. 

#2 Insurance coverage (i) Most malpractice 
policies speci� cally exclude coverage for 

unlicensed activities. Some states require insur-
ers to cover work that extends beyond state 
borders and some do not. (ii) Does the car-
rier cover you for telemedicine practice? Tele-
medicine consulting may not be covered by 
your malpractice insurer, and you may need to 
obtain surplus lines coverage. 

#3 Negligence liability (i) Can a medical 
malpractice action be brought in the 

setting of telemedicine? Yes. (ii) Where can 
the action be brought? The issue of “forum 
shopping” comes into play if the doctor pro-
vided the telemedicine service in a state dif-
ferent from where the patient lives. Most 
jurisdictions will permit a resident to bring 

Dr. NY is a practicing dermatologist in New York City. He has 
spent the last several years looking for new revenue sources. 
He has a very interactive website and associated blog. Re-
cently, because of the COVID-19 pandemic, he has markedly 
increased his use of telemedicine (teledermatology). He con-
sults a long-term 70-year-old patient on FaceTime, something 
she has used countless times before to keep in touch with her 
grandchildren.

by DAVID J. GOLDBERG, M.D., J.D. 

Dr. 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 Mt. Sinai; and, adjunct professor of law, Fordham Law School in New York City.

Teledermatology and HIPAA compliance 
in the era of COVID-19

Historically, con� dentiality issues 
have always been a concern. 
This all changed with COVID-19."

LEGAL: CONTINUES ON PAGE 35
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Normalizing the microbiome 
to achieve skin health sounds wonderful 
until you realize the normal microbiome 
has yet to be de� ned!”

The role of ’biotics in skincare  

by ZOE DIANA DRAELOS, M.D.

Dr. Draelos is a consulting professor of dermatology, 
Duke University School of Medicine, Durham, N.C.

WHAT IS PREBIOTIC SKINCARE?
The biotics are the newest ingredients in skin-
care based on normalizing the microbiome to 
achieve skin health. This sounds wonderful 
until you realize the normal microbiome has 
yet to be de� ned! Nevertheless, an evaluation of 
biotic products is worthwhile. These skincare 
products can be classi� ed as prebiotics, probi-
otics and postbiotics. 

Prebiotics are substances that promote the 
growth of bene� cial bacterial organisms and 
inhibit harmful bacteria on the skin surface. 
Oral prebiotics are nondigestible carbohydrates 
found in � brous foods, such as legumes, whole 
wheat, garlic, onions, oats, berries, etc. These 
foods contain fructo-oligosaccharides (FOS) 
and galacto-oligosaccharides (GOS), which are 
nonabsorbable sugars providing nutrition for 
bene� cial bacteria in the gut. 

Prebiotic skincare products are based on 
these sugars or plant oils that are able to pro-
vide nutrition for bacteria on the skin surface, 
which constitute the microbiome. Thus, preb-
iotic skincare products contain botanically 
based sugars and oils that provide bacterial 
nutrition.

WHAT IS PROBIOTIC SKINCARE?
Probiotic skincare contains living organisms 

placed on the skin from sprays or creams. Pro-
biotic foods that contain bacterial fermentation 
products include yogurt, ke� r, kombucha tea 
and sauerkraut. The bacteria most commonly 
used in probiotic skincare products include the 
dairy propionic acid bacteria (PAB) lactobacil-
lus and bi� dobacterium. 

True probiotic skincare products must be 
refrigerated, as they cannot contain preserva-
tives. The preservatives would destroy the ben-
e� cial bacteria meaning probiotic skincare is 
bacterially contaminated! This is the basis for 
the controversy surrounding these products.

For a probiotic skincare product to be e� ec-
tive, the bacteria must demonstrate adhesion 
to the skin, transient colonization, resistance 
toward potential pathogens, and production of 
antimicrobial substances. In vitro studies show 
PAB stratum corneum adhesion rates of 4-16%, 
so it’s possible probiotic skincare might hold 
some promise. However, putting live bacteria in 
skincare products is challenging, so most probi-
otic skincare products contain ultrasound-inac-
tivated bacterial extracts from PAB, which can 
exist in unrefrigerated, preservative-contain-
ing formulations. In addition, many probiotic 
skincare products contain bacterially fermented 
ingredients, not necessarily live bacteria induc-
ing fermentation.

One mechanism of action for the e� ect of 
bacterial extracts on the skin is bacterial inter-
ference. Since bacteria must touch the skin sur-
face for nutrients and reproduction, if the dead 
bacteria extracts take up space on the skin sur-
face, they can inhibit the growth possible path-
ogenic organisms through competitive inhibi-
tion of binding sites.

If prebiotics and probiotics are combined 
in the same skincare formulation, the result-
ing product is known as a synbiotic. Synbiotics 
contain both the nutrients for bacterial growth 
and the bacteria.

WHAT IS POSTBIOTIC SKINCARE?
Postbiotic skincare products contain non-via-
ble bacterial products or metabolic by-products 
from probiotic bacteria. Postbiotics are pro-
duced during the fermentation process of pro-
biotic bacteria. 

Examples of postbiotics include enzymes, 
peptides, peptidoglycan-derived muropep-
tides, polysaccharides, cell surface proteins and 
organic acids. Postbiotics are really nothing 
new to dermatology, as many currently mar-
keted skincare products contain bacterial fer-
mentation products, such as lactic acid and 
glycerol. The therapeutic value of these ingredi-
ents has been well established. 
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New methods for measuring the real 
microbiome distribution need to be 
developed for analysis.

S. Aureus levels have been shown to decrease during 
the treatment of AD and increase following treatment 
termination in a portion of patients.

A recent study suggests the skin 
microbiome may hold promise as 
a clinical biomarker.

Skin microbiome  
may be clinical biomarker
KATIE HOBBINS | Associate Editor

W ith advancements in deep 
next-generation sequencing 
(NGS) and bioinformatics anal-
ysis, the skin microbiome may 

hold promise as a clinical biomarker in atopic 
dermatitis (AD) management, according to the 
authors of a recent study. 

Researchers published data in The Journal 
of Allergy and Clinical Immunology that exam-
ines the bacterial skin microbiome composition 
and discuss bacterial measurement methods with 
technological pitfalls. 

“… we see promises, but also missing nav-
igation and technological pitfalls to overcome, 
for the possibility of using the skin microbiome 
as a biomarker in AD clinical management,” the 
authors write. 

 “Skin microbiome dysbiosis, measured 
either as microbiome diversity or more reliably as 
abundance of S. aureus, was clearly shown to cor-
relate with AD severity,” the authors write, not-
ing that this may have possible prognostic value.

S. aureus levels have been shown to decrease 
during the treatment of AD and then return after 
the end of treatment in a portion of patients. 

A noninvasive measurement of S. aureus may 
become a successful treatment biomarker, indicat-
ing a sustained microbial response (SMR), and lead 
to a better determination of an optimal treatment. 

To use this as a sustainable clinical option, 
however, the study authors explain that addi-
tional information is needed to select the most 
suitable bacterial measurement method and a 
standardized quantitative methodology. 

“An important question to answer in such 

studies is whether the relative frequency of vari-
ous bacteria (eg. S. aureus frequency, as obtained 
from 16S-based NGS) is a good enough bio-
marker or whether the absolute microbial load 
(eg. as obtained by using quantitative PCR 
[qPCR]) is better,” they write. 

They note that the currently relied upon 
microbiome sequencing method to measure the 
16S gene measures the frequency of the 16S gene 
copies, not species frequency. New methods for 
measuring the real microbiome distribution need 
to be developed for analysis. 

Various kits are used for DNA extraction from 
a skin sample, which leads to taxonomic selectiv-
ity bias in the yield of DNA extraction, they note. 

“For example, bacteria from certain fami-
lies are more easily disrupted to provide DNA 
through each method,” they write. “Thus, the 

obtained microbiome distribution is distorted 
through any extraction method used.”

These current methods and procedures are also 
prone to produce di�ering results based on the lack 
of standardization in practice and can easily become 
contaminated from the sampling tool, extraction kit 
or ampli�cation reagents, among others. 

“The great disadvantage of skin sampling is the 
low amount of input material, in particular the low 
amount of bacterial DNA,” write the authors. “Fur-
thermore, in contrast to blood or stool samples, skin 
sampling lacks standardization of the input mate-
rial; for example, skin swab yield is highly depend-
ent on the examiner, the material used for the swab, 
the applied pressure during sampling, and the size 
of the area sampled.”

Authors conclude that to further the research 
in this area, needs to include advanced technol-
ogies and the development of a standard of prac-
tice that can be implemented in clinical trials and 
large longitudinal registries. 

“It is critical to develop standardized quan-
titative methodologies for skin bacterial micro-
biome analysis, which can be tested, compared 
and validated in these studies,” authors write. 
“In addition, new promising technologies, 
such as single-molecule real-time sequencing, 
which could improve skin microbiome analysis 
with greater accuracy and/or longer sequencing 
length, and more advanced bioinformatic tools 
needs to be further developed and tested.” 
Reference:
Reiger M, Traidl-hoffmann C, Neumann AU. The skin microbiome as a clinical bio-
marker in atopic eczema: Promises, navigation, and pitfalls. J Allergy Clin Immunol. 
2020;145(1):93-96.

“It is critical to develop 
standardized quantitative 
methodologies for skin bacterial 
microbiome analysis, which 
can be tested, compared and 
validated in these studies.”
Dr. Matthias Reiger and colleagues
UNIKA-T, Technical University of Munich, Germany

DT0520_013-014_AtopicDerm.indd   13 4/28/20   10:45 AM



atopic dermatitis DermatologyTimes®MAY 2020

14
Quick TAKES

Treatment up to 76 weeks was well tolerated 
with a safety profile consistent with studies 
examining safety at 16-52 weeks.

Recent data support dupilumab as a 
safe long-term treatment in patients with 
moderate to severe atopic dermatitis.

Most therapies for atopic dermatitis are not 
recommended for continuous long-term 
treatment due to safety concerns.

Dupilumab shows promise 
for long-term use in AD 
KATIE HOBBINS | Associate Editor

A study in Journal of the American 
Academy of Dermatology reports �nd-
ings that support dupilumab (Dup-
ixent, Sano� Genzyme and Regen-

eron) as a safe long-term treatment in patients 
with moderate to severe atopic dermatitis (AD). 

The phase 3, multicenter, open-label exten-
sion study examined the long-term treatment of 
AD with dupilumab in adults (18 years and older) 
who had previously participated in phase 1, 2 
and 3 clinical trials. The study’s primary end-
point was long-term safety, evaluated as incidence 
and rate of adverse events (AEs).

A total of 1,491 patients from North America, 
Europe and the Asia-Paci�c region participated 
in the study. Exclusion criteria included AEs  
related to dupilumab and serious AEs (SAEs) 
that led to discontinuing dupilumab treatment 
in previous clinical trials.

Patients received a dupilumab loading dose of 
600 mg, then 300 mg weekly, or a loading dose 
of 400 mg, then 200 mg weekly, before the pro-
tocol was amended to 300 mg weekly. Data was 
collected for up to 76 weeks of treatment. Most 
patients (98.6%) were at least 80% adherent to 

treatment. 
According to the authors, 4,384 AEs were 

reported. Many patients (70.7%) had at least one 
AE. Few patients (5%) had one or more SAEs. 
The most common AEs included conjuncti-
vitis, nasopharyngitis, upper respiratory tract 
infection, AD and headache. Study drug-related 
SAEs included Hodgkin disease, prostate can-
cer, enterocolitis, serum sickness, eczema herpe-
ticum, herpes ophthalmic, epilepsy, and eczema. 
There were no deaths reported.

This is the first study to evaluate safety in 
patients receiving dupilumab treatment for more 
than 52 weeks, write the authors. Although pre-
vious studies of the immunosuppressive agents 
cyclosporine and azathioprine have experienced 
limitations due to high rates of patient discontin-
uation, this study had a very low (1.8%) discon-
tinuation rate.

The study results are consistent with �ndings 
of other studies analyzing the safety and e�cacy 
of dupilumab, according to the authors. Effi-
cacy was sustained for the treatment period of 
76 weeks, thereby improving QoL, study authors 
report. Less than half of patients used additional 

treatment for AD during the study. 
“This, combined with the relatively small 

numbers of patients requiring systemic rescue 
therapy, supports the idea that dupilumab mon-
otherapy or concomitant with topical AD med-
ications provides long-term disease control in 
patients with moderate to severe AD,” they write.

Authors note limitations to the study include 
the proportion of patients that were able to reach 
76 weeks of treatment and a lack of a control arm 
but add that the results suggest the bene�ts of this 
long-term treatment. 

“The favorable benefit-risk profile in this 
study supports the long-term role of dupilumab 
treatment for patients with moderate to severe 
AD and shows that blocking IL-4 and IL-13 sig-
naling can achieve sustained control of AD signs 
and symptoms with an acceptable safety pro�le 
in patients with signi�cant disease burden and 
for whom conventional topical treatments are 
inadequate,” they write. 
References: 
Deleuran M, Thaçi D, Beck LA, et al. Dupilumab shows long-term safety and effi-
cacy in patients with moderate to severe atopic dermatitis enrolled in a phase 3 
open-label extension study. J Am Acad Dermatol. 2019;82(2): 377-78.
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While di� erences in clinical response between placebo and drug may be 
minimal in some studies, she says, tissue responses can vary signi� cantly. 

“This tells us that for early, small proof-of-concept studies, it’s very 
important to incorporate biomarkers when companies need to make a deci-
sion of go or no go. This way you can ascertain whether your drug is doing 
what it’s supposed to do compared to placebo,” she says. 

For the meta-analysis, investigators included only trials in which Human 
Genome U133 Plus 2.0 gene arrays (A� ymetrix) were available from lesional 
and/or non-lesional skin of patients with AD treated with broad or speci� c 
targeting agents. Overall, cyclosporine showed the highest improvements 
in AD-related gene signatures, signi� cantly outperforming all other drugs/

placebos in most gene subsets (ie., upreg-
ulated and downregulated meta-analy-
sis-derived AD/MADAD transcrip-
tomes, immune genes, epidermal di� er-
entiation and lipid genes, negative reg-
ulators and Th1/Th17/Th22/interleu-
kin-22-regulated genes; P<0.01).

However, dupilumab showed the 
highest overall improvement in Th2-spe-
cific genes (median 205%), while sig-
nificantly outperforming other drugs 
and placebos at week 16 in terms of 
MADAD, immune genes, negative reg-
ulators and Th2 genes (P<0.05).

Study data also illuminate the rel-
ative improvement achieved by differ-
ent treatments in various immune and 
barrier mechanisms, highlighting the 
unique advantages of targeting a par-
ticular axis. Targeting the Th22 axis 
with fezakinumab (an anti-IL-22 mono-
colonal antibody, P� zer), for instance, 
produced major improvement in genes 

related to barrier dysfunction, but only modest improvement in in� amma-
tory signatures.

Along with giving a more granular view of how particular treatments 
perform clinically, says Dr. Guttman-Yassky, the study’s approach helps 
researchers ascertain mechanistically which immune pathways and bio-
markers are relevant for each trial. 

“Atopic dermatitis is very complex. It has both barrier and immune 
abnormalities. And it is important to understand how each of the drugs is 
a� ecting the immune abnormalities and barrier abnormalities, and what are 
the di� erences between them,” she says. 

The meta-analysis allows researchers to compare di� erent drugs and 

their e� ects in AD — not only versus placebo, but against di� erent drugs 
even though the studies were done at di� erent times and locations, Dr. Gutt-
man-Yassky adds. 

“This paper showed that some drugs are good at affecting specific 
immune abnormalities. Some other drugs may not be as good at address-
ing immune abnormalities, but they are as good or even better at improving 
the barrier defects of atopic dermatitis.” 

In the future, she says, optimal treatments might require a combination 
of drugs — some that will have more e� ect in inhibiting the immune abnor-
malities and some that will improve the barrier. 

“It’s very important for us as dermatologists to understand and compare 
the e� ects of various drugs on barrier abnormalities and e� ects on di� erent 
immune axes that characterize atopic dermatitis,” she says.

The foregoing approach may facilitate future development of personal-
ized medicine in AD by identifying optimal treatments for individual phe-
notypes based on immune and barrier pro� les, says Dr. Guttman-Yassky. 
For example, a patient with Th2-driven disease may primarily bene� t from 
dupilumab, whereas a patient with high Th2 and Th1 involvement may 
bene� t more from JAK inhibition. 
Disclosure:
Dr. Guttman-Yassky  has received research funds (grants paid to Mount Sinai) from Abbvie, Almirall, Amgen, AnaptysBio, Asana 
Biosciences, Boerhinger-Ingelhiem, Celgene, Dermavant, DS Biopharma, Eli Lilly, Glenmark, Galderma, Innovaderm, Janssen, 
Kiniksa, Kyowa Kirin, Leo Pharma, Novan, Pfi zer, Ralexar, Regeneron, Sienna Biopharma, UCB, and Union Therapeutics. She is 
also a consultant for Abbvie, Almirall, Amgen, Arena Pharmaceuticals, Asana Biosciences, AstraZeneca, Boerhinger Ingelhiem, 
Cara Therapeutics, Celgene, Concert, DBV, Dermira, DS Biopharma, Eli Lilly, EMD Serono, Escalier, Galderma, Glenmark, Kyowa 
Kirin, Leo Pharma, Mitsubishi Tanabe, Pandion Therapeutics, Pfi zer, RAPT Therapeutics, Regeneron, Sanofi , Sienna Biopharma 
and Union Therapeutics. 

Reference:
Glickman JW, Dubin C, Han J, et al. Comparing cutaneous molecular improvement with different treatments in atopic dermatitis 
patients. J Allergy Clin Immunol. 2020 Jan 16. pii: S0091-6749(20)30039-7.  [Epub ahead of print]

“ Atopic Dermatitis ... has both barrier and immune 
abnormalities. It is important to understand how each drug 
affects [these] and what are the differences between them.”

Emma Guttman-Yassky, M.D., Icahn School of Medicine, Mount Sinai, New York
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Focusing on biomarkers 
may facilitate future 
development of 
personalized medicine.

Quick TAKES

Meta-analysis shows 
cyclosporine as most 
effective AD treatment at 
the molecular level.

Dupilumab showed 
the highest overall 
improvement in Th2-
specifi c genes.

Data illuminate relative 
improvement achieved 
by different treatments 
in various immune and 
barrier mechanisms, 
highlighting the unique 
advantages of targeting 
a particular axis.

Th2-driven disease may primarily benefi t from 
dupilumab, whereas a patient with high Th2 and Th1 
involvement may benefi t from JAK inhibition.

Personalized 
medicine for AD?
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In comparison study, tolerance was equivalent and there 
were no signifi cant differences for redness, thickness, 
scaliness, or overall mPASI scores for treated plaques.

Due to a different mechanism of 
action the 650-ms Nd:YAG laser 
does not cause burns.

Effi cacy of the 650-ms Nd:YAG 
laser appears equivalent to 
308-nm excimer laser.

Beyond biologics
JOHN JESITUS | Sta�  Correspondent

P hototherapy remains a valuable pso-
riasis treatment, according to Mark S. 
Nestor, M.D., Ph.D., director, Center 
for Cosmetic Enhancement and the 

Center for Clinical and Cosmetic Research in 
Aventura, Fla., and voluntary professor at the 
Phillip Frost department of dermatology and 
cutaneous surgery, University of Miami Miller 
School of Medicine.

For focal areas of plaque psoriasis, the 
650-microsecond 1064 Nd:YAG laser provides 
equivalent e�  cacy to the more widely used exci-
mer laser, according to study data co-authored by 
Dr. Nestor and published in the Journal of Drugs 
in Dermatology.1 

“Fewer people are doing mainstay full-body 
phototherapy as in the past, as biologics and 
other systemic therapies have proven to be safe 
and much more e� ective,” he says. This is espe-
cially true of psoralen and UVA (PUVA), which 
can have side e� ects including burning, photoag-
ing and increased skin cancer risk.

“Additionally,” Dr. Nestor adds, “laser has 
largely taken over for individual and spot treat-
ment of speci� c areas because you don’t have the 
same issue of systemic problems with burning.” 

Lasers also o� er high e�  cacy on smaller areas 
that do not require biologic treatment, and as a com-
plement to biologic or systemic therapies, he says.2

The 308 nm excimer laser has been the gold 
standard for psoriasis phototherapy, Dr. Nestor 
says. It’s effective; however, there have been 
issues with skin burns, he adds.

Blistering may help clear psoriasis faster, 
according to Dr. Nestor, although it can result in 
hyperpigmentation, which is usually reversible 

(most fades upon completion of therapy).
For physicians who frequently treat psoriasis 

with light-based devices, he says, excimer laser 
increasingly may be supplanted by lasers such as 
the 650-ms Nd:YAG (LightPod Neo, Aerolase). 
In a 15-patient bilateral comparison study by Dr. 
Nestor, this laser provided equivalent e�  cacy to 
excimer on the trunk and limbs. After 15 treat-
ments, average overall Modi� ed Psoriasis Area and 
Severity Index (mPASI) scores for both lasers fell 
from approximately 2.4 at baseline to 1.5.1

Because the 650-ms Nd:YAG laser uses a dif-
ferent mechanism of action than does excimer 
laser, he says, the former does not cause burns. 

“There is potential for utilizing this therapy 
much more in the future, especially in areas such 
as the palms and soles, where excimer appears 
to be less e� ective,” Dr. Nestor notes. “The 650-
ms Nd:YAG works on many di� erent entities, 
including more than 30 FDA-approved indica-
tions,” Dr. Nestor says. 

These include several aesthetic and medical 
indications. Dr. Nestor’s group soon will pub-

lish a paper showing signi� cant e�  cacy in acne. 
Pulsed-dye laser (PDL) does not work as 

well as excimer for psoriasis, says Dr. Nestor. In 
a 22-patient, controlled prospective trial, mean 
Psoriasis Severity Index (PSI) improvement for 
excimer laser was 4.7, versus 2.7 for PDL (p = 
0.003). In a three-month, 14-patient nail pso-
riasis trial, however, patients treated with PDL 
achieved Nail Psoriasis Severity Index (NAPSI) 
improvements between 44.2% and 65.1%.

Low-level laser therapy (LLLT) is very e� ec-
tive for the scalp and other areas but needs more 
study, says Dr. Nestor. He has used the Lunula 
device (Erchonia) to treat 40 to 50 patients with 
onychomyosis, which has resulted in normal-ap-
pearing nails when they grow back, he says.

At Medicare allowable rates of $174 to $260, 
reimbursement for any laser treatment of psori-
asis is fairly reasonable, he says. Although one 
need not specify which type of laser was used, he 
says, it’s important to report appropriately what 
was done in what treatment area. 

“The key for treatment of psoriasis — it’s not 
just about biologics. There are other modalities 
that work well.” 
Disclousures:
Dr. Nestor was a paid researcher in the 650 µs Nd:YAG laser study but reports no rel-
evant fi nancial interests.

References:
1  Nestor MS, Fischer D, Arnold D. Randomized, investigator-blinded study to com-

pare the effi cacy and tolerance of a 650-microsecond, 1064-nm YAG laser to a 
308-nm excimer laser for the treatment of mild to moderate psoriasis vulgaris. J 
Drugs Dermatol. 2020;19(2)176-183.

2  Mark S Nestor MD. “Lasers and Psoriasis: The Future of Phototherapy,” presented 
February 8, 2020 at South Beach Symposium, Miami, Fla.

“The key for treatment 
of psoriasis — it’s not just 
about biologics. There are other 
modalities that work well.”

Mark S. Nestor, M.D., Ph.D. 
Center for Clinical and Cosmetic Research, 
Aventura, Fla.

Phototherapy remains a valuable treatment

Quick TAKES

DT0520_016-017_Psoriasis.indd   16 4/28/20   11:52 AM



psoriasisMAY 2020

17
Quick TAKES

Guidelines from both the American 
Academy of Dermatology and the 
National Psoriasis Foundation support 
combination therapy for psoriasis.

Even with highly effective biologics, 
most patients need spot therapy with 
topical steroids, calcineurin inhibitors or 
sometimes localized phototherapy.

For drugs with different mechanisms 
of action, vehicles often differ 
signifi cantly, yielding a signifi cant 
vehicle effect.

Combining topical agents 
yields unpredictable results
JOHN JESITUS | Sta�  Correspondent

A lthough combinat ion therapy 
remains a pillar of psoriasis treat-
ment, improvised topical combina-
tions can yield mixed results, says 

David M. Pariser, M.D., community faculty 
member at Eastern Virginia Medical School, 
Norfolk, Va.1

“Most dermatologists use combination ther-
apy for psoriasis, regardless of whatever treat-
ment they’re giving,” he says. “Even the new bio-
logics, which have extremely high e�  cacy, still 
don’t give everybody 100% clearance,” he adds. 
Therefore, most patients need spot therapy with 
topical steroids, calcineurin inhibitors or some-
times localized phototherapy. 

Guidelines from both the American Acad-
emy of Dermatology and the National Psoria-
sis Foundation support combination therapy for 
psoriasis. Accordingly, says Dr. Pariser, derma-
tologists often combine multiple topical agents 
on their own, and have been doing so for many 
years. However, he says, extemporaneous com-
pounding of topical agents may not necessarily 
yield what dermatologists anticipate. 

“When you combine something 50-50 with 
another product,” he explains, “you’re diluting 
each one in half. So the e�  cacy may not be what 
you expect. Also, in extemporaneously com-
pounded combination products, one is not really 
sure about whether the vehicle that the product 
is suspended in is the best vehicle for that par-
ticular product.”

For drugs with different mechanisms of 
action, Dr. Pariser says, vehicles often di� er sig-
ni� cantly, yielding a signi� cant vehicle e� ect. 

“And we don’t know what that effect is in 
extemporaneously compounded preparations,” 
he says.

In a meta-analysis of seven clinical trials of 
combination topicals for psoriasis, for example, 
adding a class I or class II steroid to a vitamin 
D analog increased the likelihood of clearance 
by 28% and 14%, respectively, versus vitamin D 

analog monotherapy. But adding a class III corti-
costeroid produced no additive e� ect. The over-
all impact of adding any class corticosteroid was a 
20% improvement over vitamin D monotherapy.

Compared to � xed-combination products, 
says Dr. Pariser, extemporaneously compounded 
vitamin D-steroid combinations allow treatment 
regimen � exibility and may reduce corticoster-
oid usage. Conversely, he says, � xed-combina-
tion vitamin D-steroid products can increase 
adherence because there’s only one product 
to use, and these products’ safety and e�  cacy 
have been tested out to one year. Additionally, 
combinations such as calcipotriene with either 
halobetasol or betamethasone have data dating 
back more than a decade.

For years, dermatologists have compounded 
topical steroids with other agents such as salicylic 
acid or calcineurin inhibitors, as well as other 
older agents, he adds. 

“And when you compound something like 
that, you don’t really know what the functional 
concentration of the products is,” Dr. Pariser 
explains. “Nor do you know how well those 
products are suspended, dissolved or carried in 
the vehicle and how well they are released in the 
skin.”

Although many people have used these kinds 
of compounded products, many of which work 
fairly well, it’s important to use o�  cially studied 
compounded products that have been rigorously 
designed and manufactured, he says.

“Such products have been studied to show that 
the ingredients in the vehicle, in fact, are e� ective, 
and that the vehicle plus the two active ingredi-
ents works better than any of the individual active 
ingredients,” Dr. Pariser notes. “The only way you 
can know that is through clinical trials.”

Halobetasol-tazarotene lotion represents a 
relatively new combination. As with betameth-
asone-calcipotriene, both ingredients have 
demonstrated e�  cacy and earned approvals in 
psoriasis both separately and together. 

“But this new combination product has the 
advantage of a vehicle that has been tested and 
proven e� ective where both of the active ingredients 
are equally therapeutic in this new vehicle,” he says. 

In two eight-week studies, the proportions 
of patients on the combination product who 
achieved Investigator Global Assessment  suc-
cess (clear or almost clear with at least a two-
grade improvement over baseline) were approxi-
mately 45% and 35%, versus 12% or less for vehi-
cle (P<0.001).

The trend toward combination products in 
psoriasis will continue to grow, says Dr. Pariser. 

“We’re seeing more of these combination 
products being tested and marketed. It’s taking 
advantage of the long-standing practice of derma-
tologists to do compounding. It’s a natural exten-
sion of dermatology that we’ve been doing for a 
long time.” 
Reference:
1  David M Pariser MD. “Combination Therapy in Managing Psoriasis Patients.” 

South Beach Symposium. February 8, 2020.

Disclousures:
Dr. Pariser is a current or previous investigator and/or consultant for AbbVie, 
Amgen, Boehringer Ingelheim, Bristol-Myers Squibb, Celgene, Eli Lilly, Janssen, 
LEO Pharma, Merck, Novartis, Ortho Dermatologics, Pfi zer, Promius and Sun 
Pharma.

“When you combine something 
50-50 with another product, 
you’re diluting each one in half. 
So the effi cacy may not be what 
you expect.”

David M. Pariser, M.D. 
Eastern Virginia Medical School, Norfolk, Va.
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lier this y ear that it was his 
biologic of choice.

“Clinical trial data show 
that guselkumab works well, 
is more effective than adal-
imumab (Humira, Abbvie) 
and secukinumab (Cosentyx, 

Novartis) at week 48, and maintains its bene� t 
over time,” says Dr. Feldman, professor of der-
matology, pathology, and public health sciences, 
Wake Forest University School of Medicine, 
Winston-Salem, N.C. 

“It also has an acceptable long-term safety 
pro� le, straightforward dosing, and a convenient 
administration schedule. Furthermore, there is 
good access for its use thanks to assistance from 
manufacturer-supported programs.”

MECHANISM OF ACTION
Guselkumab inhibits the activity of IL-23 by 
selective binding to its p19 subunit without 
binding to the p40 subunit, which is shared 
with IL-12. 

“Although theories based on di� erences in 
effects on the immune system have been pro-

posed to explain why a pure IL-23 antagonist 
may have greater e�  cacy for treating psoriasis 
than a biologic that blocks IL-12 and IL-23, the 
reason remains unclear. The important message 
about the IL-23 antagonist guselkumab is that it 
is very e� ective and also has an excellent safety 
pro� le,” says Dr. Feldman, Director, Psoriasis 
Treatment Center, Wake Forest University Bap-
tist Medical Center, Winston-Salem, N.C. 

EFFICACY HIGHLIGHTS
The phase 3 VOYAGE clinical trial program com-
pared guselkumab against adalimumab and pla-
cebo in a total of 1443 subjects. Results from the 
primary e�  cacy analyses showed that both gusel-
kumab and adalimumab were statistically superior 
to placebo in both co-primary endpoints that ana-
lyzed the proportion of patients achieving an IGA 
score of 0 (cleared) or 1 (minimal) at week 16 and 
the proportion of PASI 90 responders at week 16. 
In secondary e�  cacy analyses comparing gusel-
kumab and adalimumab, there were statistically 
signi� cant di� erences favoring guselkumab for 
both co-primary endpoints at week 16, and its ben-
e� t over adalimumab was maintained at week 48.
“In my opinion, however, IL-17 antagonists are 
more e� ective than adalimumab and other TNF 
inhibitors for treating psoriasis. Therefore, it is 
important to consider that in the phase 3 dou-
ble-blind ECLIPSE trial, guselkumab was also 
more e� ective than the IL-17A antagonist secuki-
numab,” says Dr. Feldman.

The primary endpoint in ECLIPSE analyzed 
the proportion of PASI 90 responders at week 48. 
The rates were 84% in the guselkumab group and 
70% among patients treated with secukinumab. 

Data collected during up to four years of 
follow-up showed that approximately 80% of 
patients continued to do well over time with ongo-
ing guselkumab treatment, and the results were 
similar for the as observed (84% PASI90) and 
treatment failure rules (82% PASI90) analyses, 
Dr. Feldman reports. 

“This indicates to me that few patients drop 
out because of loss of efficacy or for safety rea-
sons,” he says.

“Psoriasis is not a 16-week or even a 48-week 
disease, and so it is important to understand long-
term treatment e�  cacy. Any treatment can look 
good in an “as observed” analysis because that 
kind of analysis is based only on patients who 

remain on treatment, and patients not doing well 
tend to drop out of the study,” Dr. Feldman says. 

“Importantly, the long-term outcomes for 
guselkumab were generally the same comparing 
the as observed population and when applying 
treatment failure rules.”

SAFETY PROFILE
Safety is a key issue for any treatment. Approved 
for marketing by the FDA in July 2017 as the 
first IL-23 inhibitor indicated for the treat-
ment of moderate-to-severe plaque psoriasis, 
guselkumab has accumulated an appreciable 
safety database that includes more than 1,800 
patients, which builds con� dence in its use, Dr. 
Feldman says. 

“The length of time that guselkumab has been 
available and the number of treated patients add 
to my con� dence for using it,” Dr. Feldman says.

In the 16-week placebo-controlled period of 
the VOYAGE trials, the overall adverse event 
rate in the guselkumab group (49%) was simi-
lar to that in the placebo group (47%). Serious 
adverse events occurred in 1.9% of guselkum-
ab-treated patients and 1.4% of placebo-treated 
patients. The overall infection rate was 23% for 
guselkumab and 21% for placebo, while in both 
groups, the rate of serious infections was <0.2%. 
In the long-term safety analysis, the serious infec-
tion rate in patients treated with guselkumab was 
stable at about 1% per year

“In my opinion, one possible explanation for 
the slightly higher rate of common infections—
like upper respiratory tract infection— in the 
guselkumab group is that moderate-to-severe 
plaque psoriasis is a socially disabling disease. 
With greater improvement in their psoriasis, it 
is conceivable that patients in the guselkumab 
group were likely to have more human contact 
than their counterparts in the placebo group and 
therefore be at greater risk for exposure to colds 
and other communicable diseases,” Dr. Feld-
man says. “The 1% annual rate of serious infec-
tions in the guselkumab group is, from what I can 
tell from my research, similar to that observed 
in patients with moderate-to-severe plaque pso-
riasis who are not on systemic therapy. I also 
� nd it reassuring to see there was no cumulative 
increase in the rate of serious infections with con-
tinued guselkumab treatment over time.”  
Disclosure:
Dr. Feldman spoke on this topic at Caribbean Dermatology Symposium 2020 
during a Janssen-sponsored event. He is a paid consultant and speaker for Jans-
sen and for other companies that market or are developing biologics for the treat-
ment of psoriasis. Dr. Feldman also receives grant support from Janssen and other 
companies that market or are developing biologics for the treatment of psoriasis. 
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 IL-23 antagonist demonstrates favorable long-term safety FROM PAGE 1

 1.Based on effi cacy and safety, as well as infrequent 
dosing, guselkumab may be a fi rst-line, preferred treat-
ment for patients with moderate-to-severe psoriasis.
Photo courtesy of Steve Feldman, M.D.

The interleukin-23 antagonist guselkumab demonstrated greater 
effi cacy compared with adalimumab and secuckinumab at week 48 
in controlled clinical trials investigating treatment of moderate-to-severe 
plaque psoriasis.

Long-term data show consistent 
PASI90 rates over time with 81% 
of patients at PASI90 at year one 
and 84% of patients at year four.

Guselkumab had a favorable safety 
profi le compared with placebo 
after 16 weeks in clinical trials and in 
patients treated for up to four years.

Dr. Feldman
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Two such treatments are commercially available (high-
dose red light photodynamic therapy and use of gold 
microparticles as an accessory to 1064 nm lasers), and a 
third using a 1726-nm laser is in clinical development. 

Light-based modalities 
that target the sebaceous 
gland can provide effective 
treatment for acne.

Device-based Tx strategies
CHERYL GUTTMAN KRADER, B.S., PHARM. | Sta� Correspondent

H igh-dose red light photodynamic 
therapy (PDT) o�ers highly e�ec-
tive and durable treatment for acne 
by selectively destroying the seba-

ceous gland. However, a search for alternative 
light-based strategies has continued because 
high-dose PDT causes signi�cant side e�ects.

Speaking about device-based acne treatments 
at MauiDerm 2020, Fernanda Sakamoto, M.D., 
Ph.D., discussed PDT and other approaches for 
targeting the sebaceous gland.

PROS AND CONS OF HIGH-DOSE PDT
Discussing high-dose PDT, Dr. Sakamoto says 
that when the treatment is performed using 20% 
aminolevulinic acid (ALA) with a three-hour 
incubation period followed by high �uence red 
light exposure, PDT is one of the most e�ca-
cious treatments available for acne. Severe acne 
can be cleared in 80% to 90% of patients, and 
significant acne improvement can persist for 
longer than six months. 

“In fact, in my clinical practice, acne remis-
sion following high-dose PDT can last longer 
than after isotretinoin treatment. In addition, 
results of a recently published trial comparing 
ALA 20% with red light PDT versus adapalene 
gel 0.1% plus oral doxycycline for patients with 
moderate inf lammatory acne showed that the 
PDT approach was more e�ective than what we 
usually do,” says Dr. Sakamoto, assistant pro-
fessor of dermatology, Harvard Medical School, 
Boston. 

Nevertheless, high-dose PDT is not widely 
used because of its side e�ects that can be very 
di�cult for patients to tolerate. The procedure 
causes signi�cant pain during treatment, a sun-
burn-like reaction, and intense blistering and 
oozing. 

“Some clinicians also report di�culty with 
billing. Therefore, economics may be another 
factor in the underutilization of PDT for acne,” 
Dr. Sakamoto says. 

LASER TREATMENTS 
Historically, there is no evidence that lasers are 
more e�ective for treating acne than conven-
tional therapies. Dr. Sakamoto proposes that 
failure to target the correct chromophore lim-
ited the potential for achieving better results 
with laser therapy. 

“Because acne is an in�ammatory disease of 
the pilosebaceous unit, optimization of selective 
photothermolysis could be achieved by targeting 
lipids in the sebaceous glands rather than water, 
melanin and blood that are the targets of lasers 
that have been tried to treat acne,” she says.

To develop selective photothermolysis using 
non-selective wavelengths as a treatment for acne, 
Dr. Sakamoto, R. Rox Anderson, M.D., and col-
leagues at the Wellman Center for Photomedi-
cine, Massachusetts General Hospital, Boston, 
implemented the use of micro gold shells that can 
penetrate the sebaceous gland and serve as a laser 
light-absorbing chromophore. The shells have a 
silica core that is covered in gold. Changing the 
thickness of the gold layer on the shells allows 
wavelength tuning, Dr. Sakamoto explains.   
Initial work using the micro gold shells for acne 
treatment was done with a near infrared 810-nm 
hair removal laser. A 1064-nm laser o�ers deeper 
penetration and has the additional advantage of 
not being absorbed by melanin.

Sebacia has received FDA 510(k) clearance 
for the use of its gold microparticles (Sebacia) as 
an accessory to 1064 nm lasers to facilitate photo-
thermal heating of sebaceous glands for the treat-
ment of mild-to-moderate in�ammatory acne. 

The company plans to limit initial commercial 
availability to California and Washington, DC. 
Clinical trial results showed that in�ammatory 
lesion count was reduced by a mean of 85% from 
baseline. In addition, 56% of patients became 
medication-free after the treatment and 86% 
were able to avoid use of systemic medications, 
Dr. Sakamoto reports. 

Another strategy is focusing on the develop-
ment of a laser that will directly target sebum. 
Using the free electron laser at the Jefferson 
National Accelerator in Newport News, Va., Dr. 
Sakamoto in collaboration with Dr. Anderson 
determined that sebum had an absorption peak 
at around 1720-nm. They also found using that 
wavelength that laser-induced heating of seba-
ceous glands was approximately 1.5-fold higher 
than heating of water. 

Dr. Sakamoto says further work and advances 
in �ber laser technology led to the development 
of a user-friendly 1726-nm laser that is now being 
investigated in a clinical trial. 

The treatment is performed using a multi-
ple dose strategy that aims to preferentially heat 
and destroy the sebaceous glands without caus-
ing damage to the epidermis and dermis. Prelim-
inary data from the clinical trial are promising. 

“We have been asked what happens when 
sebaceous gland activity is turned o�. We know 
that babies have non-active sebaceous glands, 
and so the answer to that question is that you 
end up with baby-like skin,” Dr. Sakamoto says. 
“Destroying the sebaceous glands as a treatment 
for acne may be a good idea.” 
Disclosure: 
Dr. Sakamoto is a consultant to Sebacia and to Acure Laser. Both companies have 
licensed patents from Dr. Sakamoto’s employer, Massachusetts General Hospi-
tal, Boston.
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A unique topical minocycline 4% foam preparation 
may address some concerns with antibiotic 
resistan ce. 

Newer retinoid therapies are 
aimed at improving treatment 
compatibility.

Newer and pipeline treatments showing 
promise and improve outcomes for 
patients with moderate-to-severe acne.

Newer therapies aim 
to improve outcomes
ILYA PETROU, M.D. | Sta�  Correspondent

Antibiotic resistance is an ever-increasing 
issue, sometimes making therapeutic 
decisions challenging. Although one of 
the cornerstones of acne therapy, clini-

cians must nevertheless be wary when contemplat-
ing antibiotic therapy for their acne patients, says 
Hilary E. Baldwin, M.D., medical director, The 
Acne Treatment and Research Center, Brooklyn, 
N.Y., and clinical associate professor of dermatol-
ogy, Rutgers Robert Wood Johnson Medical Cen-
ter, Piscataway, N.J. The ubiquitous abuses of 
topical clindamycin and erythromycin of years 
past led, in part, to the antibiotic resistances 
seen today, reducing the e�  cacy of clindamy-
cin and rendering erythromycin relatively use-
less in the United States. 

It is widely believed that minocycline is one 
of the best drugs that clinicians have for treat-
ing acne, and it has also found utility in the treat-
ment of Methicillin-resistant Staphylococcus 
aureus (MRSA). A unique topical minocycline 
4% foam preparation, developed by Foamix, now 
a wholly owned subsidiary of Menlo Therapeu-
tics, may be a game changer in the treatment of 
acne, according to Dr. Baldwin.

“While the blood level of the Foamix prod-
uct is nearly undetectable, the cutaneous levels 
are extremely high, and those two things in terms 
of the concept of a mutant selection window sug-
gest that use of this topical preparation of min-
ocycline may not be associated with the devel-
opment of resistant organisms,” Dr. Baldwin 
explains. “More work needs to be done to prove 
this concept for C. acnes, but also common com-
mensal organisms such as staphylococcus and 
streptococcus. It may be that our concerns of 
topical minocycline following in the footsteps of 
clindamycin and erythromycin are unfounded.”

However, she adds, clinicians need to be 
good stewards with minocycline, and prescribe 
oral minocycline only in combination with ben-
zoyl peroxide to prevent the development of 
resistant organisms. 

RETINOIDS
Newer retinoid therapies are aimed at improv-
ing treatment compatibility and outcomes 
in acne patients. According to Dr. Baldwin, 
Altreno, a 0.05% tretinoin lotion from Ortho-

Dermatologics, has demonstrated improved tol-
erability with the addition of humectants and 
other hydrating agents. 

The 4th generation retinoid trifarotine (Aklief, 
Galderma) has full selectivity for the gamma recep-
tor, the most common receptor in the skin. For 
years, clinicians have made the assumption that 
what works on the face works on the back, but 
according to Dr. Baldwin, this may not be true 
due to di� erences in skin thickness and sebaceous 
gland distribution. With trifarotine, she adds, cli-
nicians have a large phase 3 study that demon-
strates good truncal e�  cacy for the � rst time. 

“Trifarotene works well on both the face and 
the trunk with good tolerability, which is what 
researchers were hoping that the selectivity for 
the gamma receptor was going accomplish,” Dr. 
Baldwin says.

One of the exciting drugs in the pipeline is 
clascoterone 1% cream (Winlevi, Cassiopea SpA) 
which aims to help improve outcomes for patients 
with moderate-to-severe acne. The anti-andro-
gen topical medication converts to a non-andro-
genic cream upon application, making it possible 
to use in the male population as well as female. 

Absorica LD (low dose, Sun Pharma), which 
launched in the United States in February, is a 
micronized isotretinoin topical preparation that 
has been shown to result in higher serum plasma 
level compared with other existing isotretinoins. 
The major advantage with this formulation, Dr. 
Baldwin says, is that the patient can take the med-
ication at any time of day with or without food 
and it still results in good bioavailability. 

Other recent developments include sarecy-
cline (Seysara, Almirall), which is approved by 
the FDA for the treatment of non-nodular in� am-
matory lesions in moderate-to-severe acne in 
patients nine years of age and older. It is a newer 
tetracycline-class antibiotic taken once daily and 
has demonstrated good e�  cacy and tolerability. 

Arazlo (Ortho Dermatologics), approved by 
the FDA for the topical treatment of acne vulgaris 
in patients nine years of age and older, is a tazar-
otene 0.045% lotion. According to Dr. Baldwin, 
its novel vehicle formulation that has been shown 
to provide strong e�  cacy with favorable tolerabil-
ity, reducing the tolerability issue that is promi-
nent with tazarotene use. 

Two companies have combination tretinoin/
benzoyl peroxide products in development (Sol-
Gel, OrthoDermatologics) in which they’re looking 
at solving — in di� erent ways— the stability issues 
that have prevented this combination in the past.

“We have not seen new product line and a pipe-
line like this in a very long time. We have a toolbox 
now that is amazing, and in my opinion, many of 
these new drugs are really going to change the way 
in which we treat acne,” Dr. Baldwin says. 
Disclosures: 
Dr. Baldwin reports no relevant disclosures.

“We have not seen new 
product line and a pipeline like 
this in a very long time. We have 
a toolbox now that is amazing, 
and in my opinion, many of 
these new drugs are really going 
to change the way in which we 
treat acne.”

Hilary E. Baldwin, M.D. 
Rutgers Robert Wood Johnson Medical Center, 
Piscataway, N.J.
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New direction: 
Mast cell activity
CHERYL GUTTMAN KRADER, B.S., PHARM | Sta�  Correspondent

A lthough it is now accepted that rosa-
cea is a chronic in� ammatory con-
dition, the pathogenesis of this skin 
disease remains unclear. Complicat-

ing determination of the etiology of rosacea is 
the need to account for its multiple subtypes, 
ie., erythematotelangiectatic, papulopustular, 
phymatous and ocular. 

It is l ikely 
indisputable that 
better under-
standing of rosa-
c e a  e t io lo g y 
could offer new 
targets for devel-
opi ng  b et t er 
treatments, says 
Guy F. Webster, 
M.D., Ph.D., 
who proposes 
a focus on con-
trolling mast cell 
activity. This 

concept is based on � ndings from several lines 
of research that point to a role for histamine and 
other chemical mediators released by mast cells. 

“The clinical presentations of rosacea are 
diverse, but blushing resulting from an exagger-
ated vasodilatory response to various triggers is 
a shared feature among patients across the rosa-
cea spectrum,” says Dr. Webster, Webster Der-
matology, Hockessin, Del.

“If we are looking for a single way to treat 

rosacea, it may be time to go after the mast cell 
and its interactions with vascular smooth muscle 
and vasomotor nerves.”

The factors that can trigger a blush response 
in patients with rosacea include thermal change 
(heat) and a variety of foods. Dr. Webster cites 
findings reported decades ago by Jonathan 
Wilkin, M.D., as evidence that rosacea patients 
are “wired neurologically to sense tempera-
ture change and translate it into a blush.” In his 
research, Dr. Wilkin showed that compared with 
controls without rosacea, blushing in people with 
rosacea that occurs after drinking a warm bever-
age occurs with lower temperature drinks and 
persists for a longer duration.

Similarly, the blush reaction to various food 

triggers in rosacea patients is also neurologically 
mediated.  

“Both heat and various dietary triggers stim-
ulate transient receptor potential channels that 
are highly expressed on sensory neurons, kerat-
inocytes and endothelial cells in the mouth and 
skin of rosacea patients,” Dr. Webster explains. 

THE MAST CELL CONNECTION
Looking at the foods that are leading causes of 
the blush response for rosacea patients shows 
histamine content as a common thread.

Dr. Webster notes that in a survey conducted 
by The National Rosacea Society, yogurt, cheese, 
sour cream, soy, yeast extract, and chocolate were 
some of the most common food triggers reported 
by rosacea patients.

“These are all fermented foods that have a rel-
atively elevated level of free histamine that causes 
a vasodilatory response,” he says.

In the body, histamine plus other mediators 
that cause vasodilation and an inf lammatory 
response are released by mast cells that have been 
shown to be increased in numbers and activity in 
the facial skin of patients with rosacea. Further-
more, research by Richard Gallo, M.D., Ph.D., 
and colleagues at the University of California, 
San Diego performed in a preclinical model 
showed that treatment with a mast cell stabilizer 
e� ectively decreased the development of rosa-
cea-like inf lammation when the animals were 
challenged with cathelicidin LL-37, a known 
enabler of rosacea pathogenesis. 

“If we are looking for a single 
way to treat rosacea, it may 
be time to go after the mast 
cell and its interactions with 
vascular smooth muscle and 
vasomotor nerves.”

Guy F. Webster, M.D., Ph.D. 
Webster Dermatology, Hockessin, Del.
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That information 
together with evidence 
of increased mast cell 
activity suggests mast 
cell stabilization as 
a target for rosacea 
treatment 

Evidence indicates 
histamine plays a 
role in blushing that 
is a shared feature of 
patients with rosacea, 
regardless of subtype

New direction: 

a
ctive

stu
d

io/Sto
c

k.A
d

o
b

e.c
o

m

DT0520_022_026-027_Rosacea.indd   22 4/28/20   11:00 AM



11304893 HCP Journal Ad KING Size M3FR

Client:
Product:
Client Code:
Release Date:
Releasing as:
WF Issue #

Live/Safety:
Flat Size
Trim/Final:
Bleed:
Gutter:

Flat Size:
Finishing:

Colors:

Producer:
AD:
AE:
Production:
QC:
Digital Artist:
FR Spellcheck:

LEO PHARMA INC.
LEO PHARMA ENSTILAR
MAT-29982
2020-03-10
PDFx1A
5583007

9.75" x 12.5"
10.5" x 13"
10.5"W x 13"H
NA

10.5" x 13"
NA

4/0 (CMYK)

Julia Baker
None
Phoebe
Brian Binns
NA
Jacobson, Neil (NYC-FCB)
NA

Job info Team

Special Instructions

Minion Pro (Regular), Slate Pro (Bold, Light, 
Light Italic, Medium, Medium Italic, Regular)

Fonts 

Images

Inks

PREPARED BY

Additional Information

one pub outstanding, JDPA

A size Magazine ad

 Cyan,  Magenta,  Yellow,  Black

NY_LEO_A055947_4C.tif (CMYK; 396 ppi; 
100.91%), Enstilar_Logo_KO.eps (53%), 
LEO_Logo_White_CMYK.eps (69.74%), 
NY_LEO_A055959_4C.psd (CMYK; 1712 ppi; 
17.52%), NY_LEO_A054212_4C.tif (CMYK; 836 
ppi; 116.58%)

Scale: 1" = 1"

Bleed
Trim
Viewing
Live

14" h x 10.75" w  14" h x 10.75" w
13" h x 10.5" w  13" h x 10.5" w
13" h x 10.5" w  13" h x 10.5" w
12.5" h  x 9.75" w  12.5" h  x 9.75" w 

Path: PrePress:Leo:Enstilar:11304893:_Packaged_Jobs:MAT-29982_HCP_Journal_Ad_KING_Size_M3FR:MAT-29982_HCP_Journal_Ad_KING_Size_M3FR.indd

INDICATION AND USAGE

Enstilar® (calcipotriene and betamethasone dipropionate) Foam is indicated for the topical treatment of plaque 
psoriasis in patients 12 years and older. Apply Enstilar Foam to a� ected areas once daily for up to 4 weeks. 
Discontinue use when control is achieved. Instruct patients not to use more than 60 grams every 4 days.

IMPORTANT SAFETY INFORMATION

For topical use only. Enstilar Foam is not for oral, ophthalmic or intravaginal use and should not be applied on 
the face, groin or axillae or if skin atrophy is present at the treatment site. Do not use with occlusive dressings. 
Patients should wash hands after application.

Please see Brief Summary of Prescribing Information on following page.

Not an actual patient. Image is a representation of plaque psoriasis. Individual results may vary.

References: 1. Enstilar® [prescribing information]. LEO Pharma Inc. 2. Leonardi C, Bagel J, Yamauchi P, et al. E�  cacy and safety of calcipotriene 
plus betamethasone dipropionate aerosol foam in patients with psoriasis vulgaris — a randomized phase III study (PSO-FAST). J Drugs Dermatol. 
2015;14(12):1468-1477. 

In adults, patients achieved "Clear" or 
"Almost Clear" skin as measured by IGA1,2†:

• 53.3% vs 4.8% for vehicle at Week 4 (P<0.001)
• 26.4% vs 1.9% for vehicle at Week 2

An experience worth noticing.
With clinical e�  cacy and safety profi le in a once-daily spray foam, choose 
the Enstilar® Foam experience for your patients with plaque psoriasis.1

The LEO Pharma logo, LEO Pharma, and Enstilar are registered trademarks of LEO Pharma A/S. 
©2020 LEO Pharma Inc. All rights reserved. March  2020  MAT-29982

†  A randomized clinical trial with 426 patients, ≥18 years of age, that
 investigated the e� ectiveness of Enstilar® or the vehicle alone for the 
treatment of psoriasis vulgaris on the trunk and/or limbs. E�  cacy 
was assessed using a 5-point IGA at Week 4, with treatment success 
defi ned as the percentage of patients who achieved at least a 2-step 
 improvement to reach "Clear" or "Almost Clear" disease severity.
 Patients with "Mild" disease were required to be "Clear" to be 
considered a treatment success.1,2

IGA=Investigator’s Global Assessment.

Most commercially insured 
patients pay as little as $20*

†  A randomized clinical trial with 426 patients, ≥18 years of age, that

*Valid for up to 12 prescription fi lls per calendar year. Patients are 
not eligible if they are enrolled in or eligible for any state or federally 
funded health care program (eg, Medicare, Medicaid). Additional 
restrictions and limitations apply; see www.leopharmaconnect.com.
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ENSTILAR® (calcipotriene and betamethasone dipropionate) foam, for topical use 
  Rx Only 
BRIEF SUMMARY OF PRESCRIBING INFORMATION. 
      INDICATIONS AND USAGE 

Enstilar® (calcipotriene and betamethasone dipropionate) Foam is indicated for the topical 
treatment of plaque psoriasis in patients 12 years and older. 

      DOSAGE AND ADMINISTRATION 
Instruct patients to shake can prior to using Enstilar Foam and to wash their hands after 
applying the product. Apply Enstilar Foam to affected areas once daily for up to 4 weeks. 
Rub in Enstilar Foam gently. Discontinue Enstilar Foam when control is achieved. 
Patients should not use more than 60 grams every 4 days. 
Enstilar Foam should not be: 
    • Used with occlusive dressings unless directed by a healthcare provider. 
    • Used on the face, groin, or axillae, or if skin atrophy is present at the treatment site. 
Enstilar Foam is not for oral, ophthalmic, or intravaginal use. 

      DOSAGE FORMS AND STRENGTHS 
Enstilar Foam: 0.005%/0.064% - each gram contains 50 mcg calcipotriene and 0.643 mg 
of betamethasone dipropionate in a white to off-white opalescent liquid in a pressurized 
aluminum spray can with a continuous valve and actuator. At administration the product is 
a white to off-white foam after evaporation of the propellants. 

      CONTRAINDICATIONS 
None. 

      WARNINGS AND PRECAUTIONS 
Flammability 
The propellants in Enstilar Foam are flammable. Instruct the patient to avoid fire, flame, 
and smoking during and immediately following application. 
Hypercalcemia and Hypercalciuria 
Hypercalcemia and hypercalciuria have been observed with use of Enstilar Foam. If 
hypercalcemia or hypercalciuria develop, discontinue treatment until parameters of 
calcium metabolism have normalized. The incidence of hypercalcemia and hypercalciuria 
following Enstilar Foam treatment of more than 4 weeks has not been evaluated. 
Effects on Endocrine System 
Hypothalamic-Pituitary-Adrenal Axis Suppression 
Systemic absorption of topical corticosteroids can cause reversible hypothalamic-
pituitary-adrenal (HPA) axis suppression with the potential for clinical glucocorticosteroid 
insufficiency. This may occur during treatment or upon withdrawal of treatment. Factors 
that predispose a patient to HPA axis suppression include the use of high-potency steroids, 
large treatment surface areas, prolonged use, use of occlusive dressings, altered skin 
barrier, liver failure, and young age. 
Evaluation for HPA axis suppression may be done by using the adrenocorticotropic 
hormone (ACTH) stimulation test. If HPA axis suppression is documented, gradually 
withdraw Enstilar Foam, reduce the frequency of application, or substitute with a less 
potent corticosteroid. 
The following trials evaluated the effects of Enstilar Foam on HPA axis suppression: 
    • In a trial evaluating the effects of Enstilar Foam on the HPA axis, 35 adult subjects 

applied Enstilar Foam on the body and scalp. Adrenal suppression was not observed 
in any subjects after 4 weeks of treatment. In another trial, 33 pediatric subjects  
age 12 to 17 years applied Enstilar Foam on the body and scalp. Adrenal suppression 
occurred in 3 (9%) of the subjects. 

Cushing’s Syndrome and Hyperglycemia 
Systemic effects of topical corticosteroids may also include Cushing’s syndrome, 
hyperglycemia, and glucosuria. 
Additional Considerations for Endocrine Adverse Reactions 
Pediatric patients may be more susceptible to systemic toxicity due to their larger skin 
surface to body mass ratios. 
Use of more than one corticosteroid-containing product at the same time may increase 
the total systemic corticosteroid exposure. 
Allergic Contact Dermatitis 
Allergic contact dermatitis has been observed with topical calcipotriene and topical 
corticosteroids. Allergic contact dermatitis to a topical corticosteroid is usually diagnosed 
by observing a failure to heal rather than a clinical exacerbation. Corroborate such an 
observation with appropriate diagnostic patch testing. 
Ophthalmic Adverse Reactions 
Use of topical corticosteroids, including Enstilar® Foam, may increase the risk of posterior 
subcapsular cataracts and glaucoma. Cataracts and glaucoma have been reported with the 
postmarketing use of topical corticosteroid products. Avoid contact with Enstilar Foam 
with eyes. Enstilar Foam may cause eye irritation. Advise patients to report any visual 
symptoms and consider referral to an ophthalmologist for evaluation. 

      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. 
Clinical Trials Conducted in Subjects 18 years and older with Psoriasis 
The rates of adverse reactions described below were from three randomized, multicenter, 
vehicle and/or active-controlled clinical trials in adult subjects with plaque psoriasis. 
Subjects applied study product once daily for 4 weeks, and the median weekly dose of 
Enstilar Foam was 25 grams. Adverse reactions reported in <1% of adult subjects treated 
with Enstilar Foam included: application site irritation, application site pruritus, folliculitis, 
skin hypopigmentation, hypercalcemia, urticaria, and exacerbation of psoriasis. 

Clinical Trials Conducted in Subjects 12 to 17 years with Psoriasis 
In one uncontrolled clinical trial, 106 subjects aged 12 to 17 years with plaque psoriasis of 
the scalp and body applied Enstilar Foam once daily for up to 4 weeks. The median weekly 
dose was 40 grams. Adverse reactions reported in <1% of pediatric subjects treated were 
acne, erythema, application site pain, and skin reactions. 
Postmarketing Experience 
Because adverse 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. 
Postmarketing reports for local adverse reactions to topical corticosteroids included atrophy, 
striae, telangiectasia, dryness, perioral dermatitis, secondary infection, and miliaria. 
Ophthalmic adverse reactions of cataracts, glaucoma, increased intraocular pressure, and 
central serous chorioretinopathy have been reported with the use of topical corticosteroids, 
including topical betamethasone products. 

      USE IN SPECIFIC POPULATIONS 
Pregnancy 
Risk Summary 
Available data with Enstilar Foam are not sufficient to evaluate a drug-associated risk for 
major birth defects, miscarriages, or adverse maternal or fetal outcomes. Although there 
are no available data on use of the calcipotriene component in pregnant women, systemic 
exposure to calcipotriene after topical administration of Enstilar Foam is likely to be low. 
Observational studies suggest an increased risk of having low birth weight infants with the 
maternal use of potent or super potent topical corticosteroids. Advise pregnant women 
that Enstilar Foam may increase the potential risk of having a low birth weight infant and 
to use Enstilar Foam on the smallest area of skin and for the shortest duration possible. 
In animal reproduction studies, oral administration of calcipotriene to pregnant rats  
during the period of organogenesis resulted in an increased incidence of minor skeletal 
abnormalities, including enlarged fontanelles and extra ribs. Oral administration of 
calcipotriene to pregnant rabbits during the period of organogenesis had no apparent 
effects on embryo-fetal development. Subcutaneous administration of betamethasone 
dipropionate to pregnant rats and rabbits during the period of organogenesis resulted  
in fetal toxicity, including fetal deaths, reduced fetal weight, and fetal malformations  
(cleft palate and crooked or short tail). The available data do not allow the calculation  
of relevant comparisons between the systemic exposures of calcipotriene and 
betamethasone dipropionate observed in animal studies to the systemic exposures that 
would be expected in humans after topical use of Enstilar® Foam. 
The estimated background risk of major birth defects and miscarriage of the indicated 
population is unknown. All pregnancies have a background risk of birth defect, loss, or 
other adverse outcomes. In the U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 
15% to 20%, respectively. 
Data 
Human Data 
Available observational studies in pregnant women did not identify a drug-associated  
risk of major birth defects, preterm delivery, or fetal mortality with the use of topical 
corticosteroids of any potency. However, when the dispensed amount of potent or super 
potent topical corticosteroids exceeded 300 grams during the entire pregnancy, maternal 
use was associated with an increased risk of low birth weight in infants. 
Animal Data 
Embryo-fetal development studies with calcipotriene were performed by the oral route in 
rats and rabbits. Pregnant rats received dosages of 0, 6, 18, or 54 mcg/kg/day (0, 36, 108, 
and 324 mcg/m2/day, respectively) on days 6-15 of gestation (the period of organogenesis). 
There were no apparent effects on maternal survival, behavior, or body weight gain, no 
effects on litter parameters, and no effects on the incidence of major malformations in 
fetuses. Fetuses from dams dosed at 54 mcg/kg/day exhibited a significantly increased 
incidence of minor skeletal abnormalities, including enlarged fontanelles and extra ribs. 
Pregnant rabbits were dosed daily with calcipotriene at exposures of 0, 4, 12, or  
36 mcg/kg/day (0, 48, 144, and 432 mcg/m2/day, respectively) on days 6-18 of gestation 
(the period of organogenesis). Mean maternal body weight gain was reduced in animals 
dosed at 12 or 36 mcg/kg/day. The incidence of fetal deaths was increased in the group 
dosed at 36 mcg/kg/day; reduced fetal weight was also observed in this group. The 
incidence of major malformations among fetuses was not affected. An increase in the 
incidence of minor skeletal abnormalities, including incomplete ossification of sternebrae,  
pubic bones, and forelimb phalanges, was observed in the group dosed at 36 mcg/kg/day. 
Embryo-fetal development studies with betamethasone dipropionate were performed via 
subcutaneous injection in mice and rabbits. Pregnant mice were administered doses of  
0, 156, 625, or 2500 mcg/kg/day (0, 468, 1875, and 7500 mcg/m2/day, respectively) on 
days 7 through 13 of gestation (the period of organogenesis). Betamethasone dipropionate 
induced fetal toxicity, including fetal deaths, reduced fetal weight, malformations (increased 
incidence of the cleft palate and crooked or short tail), and minor skeletal abnormalities 
(delayed ossification of vertebra and sternebrae). Fetal toxicity was observed at the lowest 
exposure that was evaluated (156 mcg/kg/day). 
Pregnant rabbits were injected subcutaneously at dosages of 0, 0.625, 2.5, and  
10 mcg/kg/day (0, 7.5, 30, and 120 mcg/m2/day, respectively) on days 6 through 18 of 
gestation (the period of organogenesis). Betamethasone dipropionate induced fetal 
toxicity, including fetal deaths, reduced fetal weight, external malformations (including 
malformed ears, cleft palate, umbilical hernia, kinked tail, club foot, and club hand), and 
skeletal malformations (including absence of phalanges of the first digit and cranial 
dysplasia) at dosages of 2.5 mcg/kg/day and above. 
Calcipotriene was evaluated for effects on peri- and post-natal development when orally 
administered to pregnant rats at dosages of 0, 6, 18 or 54 mcg/kg/day (0, 36, 108, and 
324 mcg/m2/day, respectively) from gestation day 15 through day 20 postpartum. No 
remarkable effects were observed on any parameter, including survival, behavior, body 
weight, litter parameters, or the ability to nurse or rear pups. 
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Betamethasone dipropionate was evaluated for effects on peri- and post-natal development 
when orally administered to pregnant rats at dosages of 0, 100, 300, and 1000 mcg/kg/day 
(0, 600, 1800, and 6000 mcg/m2/day, respectively) from gestation day 6 through day 20 
postpartum. Mean maternal body weight was significantly reduced on gestation day 20 in 
animals dosed at 300 and 1000 mcg/kg/day. The mean duration of gestation was slightly, 
but statistically significantly, increased at 100, 300, and 1000 mcg/kg/day. The mean 
percentage of pups that survived to day 4 was reduced in relation to dosage. On lactation 
day 5, the percentage of pups with a reflex to right themselves when placed on their back 
was significantly reduced at 1000 mcg/kg/day. No effects on the ability of pups to learn 
were observed, and the ability of the offspring of treated rats to reproduce was not 
affected. 
Lactation 
Risk Summary 
There is no information regarding the presence of topically administered calcipotriene and 
betamethasone dipropionate in human milk, the effects on the breastfed infant, or the 
effects on milk production. Concentrations of calcipotriene in plasma are low after topical 
administration, and therefore, concentrations in human milk are likely to be low. It is not 
known whether topical administration of large amounts of betamethasone dipropionate 
could result in sufficient systemic absorption to produce detectable quantities in human 
milk. The developmental and health benefits of breastfeeding should be considered along 
with the mother’s clinical need for Enstilar® Foam and any potential adverse effects on the 
breastfed child from Enstilar Foam or from the underlying maternal condition. 
Clinical Considerations 
To minimize potential exposure to the breastfed infant via breast milk, use Enstilar Foam 
on the smallest area of skin and for the shortest duration possible while breastfeeding. 
Advise breastfeeding women not to apply Enstilar Foam directly to the nipple and areola to 
avoid direct infant exposure. 
Pediatric Use 
The safety and effectiveness of Enstilar Foam for the treatment of mild to severe plaque 
psoriasis have been established in pediatric patients age 12 to 17 years. The use of 
Enstilar Foam for this indication is supported by evidence from adequate and well-
controlled trials in adults and from one uncontrolled trial in 106 adolescents age 12 to  
17 years with psoriasis of the body and scalp. Calcium metabolism was evaluated in all 
pediatric subjects and no cases of hypercalcemia or clinically relevant changes in urinary 
calcium were reported. Hypothalamic pituitary adrenal (HPA) axis suppression was 
evaluated in a subset of 33 pediatric subjects with moderate plaque psoriasis of the body 
and scalp (mean body surface area involvement of 16% and mean scalp area involvement 
of 56%). After 4 weeks of once daily treatment with a mean weekly dose of 47 grams, HPA 
axis suppression was observed in 3 of 33 subjects (9%).  
Because of a higher ratio of skin surface area to body mass, children under the age of  
12 years are at particular risk of systemic adverse effects when they are treated with 
topical corticosteroids. Pediatric patients are, therefore, also at greater risk of HPA axis 
suppression and adrenal insufficiency with the use of topical corticosteroids including 
Enstilar Foam.  
Cushing’s syndrome, linear growth retardation, delayed weight gain, and intracranial 
hypertension have been reported in pediatric patients treated with topical corticosteroids. 
Local adverse reactions including striae have been reported with use of topical 
corticosteroids in pediatric patients. 
The safety and effectiveness of Enstilar Foam in pediatric patients less than 12 years of 
age have not been established. 
Geriatric Use 
Of the total number of subjects in the controlled clinical studies of Enstilar Foam, 97 subjects 
were 65 years and over, and 21 were 75 and over. 
No overall differences in safety or effectiveness of Enstilar Foam 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 
When calcipotriene was applied topically to mice for up to 24 months at dosages of 3,  
10, and 30 mcg/kg/day (9, 30, and 90 mcg/m2/day, respectively), no significant changes 
in tumor incidence were observed when compared to control. 
A 104-week oral carcinogenicity study was conducted with calcipotriene in male and 
female rats at doses of 1, 5, and 15 mcg/kg/day (6, 30, and 90 mcg/m2/day, respectively). 
Beginning week 71, the dosage for high-dose animals of both genders was reduced to  
10 mcg/kg/day (60 mcg/m2/day). A treatment-related increase in benign C-cell adenomas 
was observed in the thyroid of females that received 15 mcg/kg/day. A treatment-related 
increase in benign pheochromocytomas was observed in the adrenal glands of males that 
received 15 mcg/kg/day. No other statistically significant differences in tumor incidence 
were observed when compared to control. The relevance of these findings to patients is 
unknown. 

When betamethasone dipropionate was applied topically to CD-1 mice for up to 24 months 
at dosages approximating 1.3, 4.2, and 8.5 mcg/kg/day in females, and 1.3, 4.2, and  
12.9 mcg/kg/day in males (up to 26 mcg/m2/day and 39 mcg/m2/day, in females and 
males, respectively), no significant changes in tumor incidence were observed when 
compared to control. 
When betamethasone dipropionate was administered via oral gavage to male and female 
Sprague Dawley rats for up to 24 months at dosages of 20, 60, and 200 mcg/kg/day (120, 
360, and 1200 mcg/m2/day, respectively), no significant changes in tumor incidence were 
observed when compared to control. 
Calcipotriene did not elicit any genotoxic effects in the Ames mutagenicity assay, the 
mouse lymphoma TK locus assay, the human lymphocyte chromosome aberration test, or 
the mouse micronucleus test. Betamethasone dipropionate did not elicit any genotoxic 
effects in the Ames mutagenicity assay, the mouse lymphoma TK locus assay, or in the rat 
micronucleus test. 
Studies in rats with oral doses of up to 54 mcg/kg/day (324 mcg/m2/day) of calcipotriene 
indicated no impairment of fertility or general reproductive performance. Studies in male 
rats at oral doses of up to 200 mcg/kg/day (1200 mcg/m2/day), and in female rats at oral 
doses of up to 1000 mcg/kg/day (6000 mcg/m2/day), of betamethasone dipropionate 
indicated no impairment of fertility. 

      PATIENT COUNSELING INFORMATION 
Flammability 
Instruct patients that Enstilar Foam is flammable; avoid heat, flame, or smoking when 
applying this medication. 
Administration Instructions 
    • Shake before use and spray the foam by holding the can in any orientation except 

horizontally. 
    • Do not use more than 60 grams every 4 days. 
    • Discontinue therapy when control is achieved unless directed otherwise by the 

healthcare provider. 
    • Avoid use of Enstilar Foam on the face, underarms, groin or eyes. If this medicine 

gets on face or in mouth or eyes, wash area right away. 
    • Do not occlude the treatment area with a bandage or other covering unless directed 

by the healthcare provider. Instruct the patients not to use other products containing 
calcipotriene or a corticosteroid with Enstilar Foam without first talking to the 
healthcare provider. 

    • Wash hands after application. 
Local Reactions and Skin Atrophy 
Advise patients that local reactions and skin atrophy are more likely to occur with 
occlusive use, prolonged use or use of higher potency corticosteroids. 
Hypercalcemia and Hypercalciuria 
Advise patients that hypercalcemia and hypercalciuria have been observed with the use of 
Enstilar Foam. 
HPA Axis Suppression, Cushing’s Syndrome, and Hyperglycemia 
Advise patients that Enstilar Foam can cause HPA axis suppression, Cushing’s syndrome, 
and/or hyperglycemia. 
Ophthalmic Adverse Reactions 
Advise patients to avoid contact of Enstilar Foam with eyes and to report any visual 
symptoms. 
Pregnancy and Lactation 
• Advise pregnant women that Enstilar® Foam may increase the potential risk of having a 

low birth weight infant and to use Enstilar Foam on the smallest area of skin and for the 
shortest duration possible. 

• Advise breastfeeding women not to apply Enstilar Foam directly to the nipple and areola 
to avoid direct infant exposure. 

Manufactured by: LEO Laboratories Ltd., 285 Cashel Road, Dublin 12, Ireland 
or 
Colep Laupheim GmbH & Co. KG, Fockestraße 12, 88471 Laupheim, Germany (DE) 
Distributed by: LEO Pharma Inc., Madison, NJ 07940, USA 
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Quick TAKES

This insight could become the 
focus new targeted therapies 
for rosacea.

Continued work has led researchers to 
believe that mast cells play a key role in 
the pathogenesis of the disease. 

Rosacea remains a very challenging 
dermatological condition to treat and still 
has a largely unknown etiology.

Examination of mast cells 
in pathophysiology
ILYA PETROU, M.D. | Sta� Correspondent

M ast cells appear to play an intri-
cate role in the pathophysiology of 
rosacea and could serve as poten-
tial targets for future therapies, 

according to recent study �ndings1. 

Impacting approximately 5% of the adult pop-
ulation worldwide, rosacea can signi�cantly impact 
a patient’s quality of life and lead to self-abasement, 
depression, anxiety and social phobia. 

Heralded by transient/persistent erythema 
and in�ammatory papules/pustules with or with-
out telangiectasia, rosacea is further divided into 
four subtypes including erythematotelangiec-
tatic rosacea, papulopustular rosacea, phyma-
tous rosacea or rhinophyma, and ocular rosacea. 

“Rosacea is a complex disorder caused by 
immune dysfunction and neurovascular dysregu-
lation involving many types of in�ammatory cells,” 
writes Lin Wang, M.D., and fellow colleagues, 
department of dermatology, West China Hospi-
tal, Sichuan University, Chengdu, China, in the 
paper that recently appeared in Frontiers in Medi-
cine. “Microbes, ultraviolet radiation, temperature, 
stress, and a damaged skin barrier can be triggers, 
stimulating an augmented innate immune response 
and/or neurovascular dysregulation.” 

It is widely known that mast cells reside in vir-
tually all tissues throughout the body and are par-
ticularly abundant in the skin and mucosal surfaces. 
As such, mast cells are one of the �rst cells of the 
immune system that interact with environmental 
antigens, allergens and invasive pathogens. 

The di�erentiation, survival and migration 
of mast cells require a stem cell factor, which 
can be regulated by keratinocytes, the study 
authors write, and the activation and migration 
of mast cells play important roles in regulating 
homeostasis. 

“Once activated, the mast cells can promote 
the release of di�erent mediators and have a con-
siderable e�ect on the pathophysiology of diverse 
in�ammatory diseases,” Dr. Wang et al. write. 

These mediators include histamine, tryptase, 

and chymase, which are preformed mediators 
stored in granules that initiate the allergic cas-
cade. E�ector molecules including platelet acti-
vating factor and prostaglandins can be synthe-
sized upon cell stimulation the authors say, and 
cytokines including interleukin-1, transforming 

growth factor-beta, TNF-alpha, and vascular 
endothelial growth factor can be released, fur-
ther activating the mast cells.

“These e�ectors can participate in numer-
ous in�ammatory responses and endothelial dys-
function in the vasculature, altering neural activ-
ity and function,” the study authors write. 

The functional characterization of mast cells 
in rosacea is only recently emerging. One study2

showed that the number of mast cells was signif-
icantly higher in lesions than in clinically unin-
volved skin in patients with papulopustular and 
erythematotelangiectatic rosacea, and there was 
a positive correlation between mast cell density 
and the duration of rosacea.

According to the authors, adaptive immu-
nity along with the innate immune system might 
play a critical role in the pathophysiology of rosa-
cea; past studies have shown that mast cells can 
heighten host defense by initiating in�ammation 
associated with innate immune responses. 

“Although there are no reports on the interac-
tion between mast cells and other immune cells, 
including macrophages, neutrophils and T cells 
in rosacea, many studies have proven that mast 
cells can be activated by other immune cells or 
can activate neighboring cells through the release 
of in�ammatory mediators,” the authors write. 

Cromolyn sodium, which is widely used in 
the management of chronic asthma, mastocyto-
sis, seasonal and perennial allergic rhinitis, aller-
gic conjunctivitis and vernal keratoconjunctivi-
tis, can inhibit the release of histamine and other 
inf lammatory mediators from sensitized mast 
cells. According to the authors, this can lead to 
an amelioration of the erythema in erythematotel-
angiectatic rosacea. 

Other treatment approaches including bri-
monidine and botulinum toxin have also been 
tried and have shown to reduce the recruitment 
of mast cells and inhibit mast cell degranulation 
leading to improvement in the inf lammation 
associated with rosacea. 

“Mast cells participate in the pathogenesis of 
rosacea through innate immune responses, neu-
rogenetic in�ammation, angiogenesis, and �bro-
sis. Mast cells can be important immune cells that 
connect innate immunity, nerves, and blood ves-
sels in the development of rosacea, no matter 
what the subtypes,” the authors write.

According to the study authors, the impor-
tant role of mast cells makes them a potential tar-
get for drug therapy however, more studies are 
needed to evaluate the e�cacy for its inhibition 
in the treatment of rosacea. 
Disclosures: 
The authors reported no relevant disclosures. 
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“Once activated, the mast cells 
can promote the release of 
different mediators and have 
a considerable effect on the 
pathophysiology of diverse 
inflammatory diseases.”
Lin Wang, M.D., et al., 
West China Hospital, Sichuan University, Chengdu, China
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Systemic antibiotics impact 
skin microbiota
ILYA PETROU, M.D. | Sta� Correspondent

T he precise etiology of rosacea is still 
a mystery; however, it is thought that 
an imbalance of the skin’s microbi-
ome may play a role in the pathogen-

esis of the disease. A recent study published in 
the Journal of Clinical Medicine 1 evaluated the 
changes seen in the skin’s microbiota of patients 
following antibiotic therapy to elucidate which 
organisms might play the biggest role in devel-
opment of rosacea symptoms.

In healthy skin, the microbiota helps protect 
the body from harmful pathogens, but when the 
skin becomes compromised in some way, such 
as through injury or in�ammation, the make-up 
of the microbiota may change. 

Skin microbiome composition is crucial for 
correct skin immune functions, and the imbal-
ance of the skin’s microbiota and/or the pertur-
bation of its microbial populations have long been 
thought to play a key role in the development of 
rosacea symptoms. Moreover, the e�cacy of anti-
biotics in rosacea treatment suggests a role for 
microorganisms in its pathophysiology.

In the study, researchers compared the 
makeup and diversity of the skin microbiota in a 
small group of Asian patients with rosacea before 
and after taking oral antibiotics, as well as com-
paring the skin microbiota at baseline accord-
ing to age and rosacea severity. The longitudi-
nal cohort study included 12 rosacea patients 
who presented with papules and pustules and 
no recent use of oral and topical antimicrobials 
or retinoids. 

A total of eleven females and one male (aver-
age age of 51 years) with a median Investiga-
tor’s Global Assessment score of 3 (moderate) 
were enrolled in the study. Study participants 
received oral doxycycline, 100 mg, twice daily for 
six weeks. Skin areas on the cheek and nose were 

sampled for 16S ribosomal RNA gene sequenc-
ing at baseline, and after six weeks of doxycycline 
treatment.

Results showed that at baseline, staphylococ-
cus epidermidis was the most dominant species 
(28%) followed by Cutibacterium acnes (13%) 
(formerly known as Propionibacterium acnes). 
The prevalence of Cutibacterium acnes was 
lower in the 60 years and over age group com-
pared to the 60 years and under-age group of 
patients. 

Data showed that rosacea severity increased 
with age and was associated with a decrease in 
the relative abundance of Cutibacterium acnes 
and an increase of Snodgrassella alvi. In all of the 
study patients, antibiotic therapy reduced clin-

ical rosacea grades and was associated with an 
increase in the relative abundance of Weissella 
confusa. Results also showed that bacterial diver-
sity was not altered signi�cantly by the antibiotic 
treatment. Principal coordinates analysis demon-
strated mild clustering of samples by patient and 
scant clustering with treatment.

Various topical and/or oral antibiotics includ-
ing metronidazole, ivermectin and erythromycin 
are commonly used to treat the papules and pus-
tules seen in rosacea patients and according to the 
researchers, the disappearance of rosacea papules 
and pustules with systemic antibiotics has been 
attributed to their anti-in�ammatory activity. 

“Antibiotics leading to complete abolition 
of the lesions rather than just blunting, as well 
as being more e�ective than agents with much 
more potent anti-in�ammatory e�ect such as ster-
oids and nonsteroidal anti-in�ammatory drugs 
suggest that bacteria play a role in the papules 
and pustules of rosacea,” write authors Yu Ri 
Woo, M.D., and colleagues, from the depart-
ment of dermatology, Incheon St. Mary’s Hos-
pital, The Catholic University of Korea, Seoul, 
South Korea.

The severity of rosacea appears to be age-de-
pendent the study authors note, and although a 
speci�c causative microbiota could not be pin-
pointed, a more in-depth understanding of the 
skin’s microbiota and its modulation through sys-
temic antibiotic therapy can help clinicians bet-
ter treat and manage this chronic in�ammatory 
skin disease. 
Disclosures: 
Dr. Woo et al. report no relevant disclosures.
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1  Woo YR, Lee SH, Cho SH, Lee JD, Kim HS. Characterization and analysis of the 

skin microbiota in rosacea: impact of systemic antibiotics. J Clin Med. 2020 Jan 
9;9(1). pii: E185. doi: 10.3390/jcm9010185.  

“Antibiotics leading to complete 
abolition of the lesions rather 
than just blunting, as well as 
being more effective than 
agents with much more potent 
anti-inflammatory effect such 
as steroids and nonsteroidal 
anti-inflammatory drugs suggest 
that bacteria play a role in the 
papules and pustules of rosacea.”
Yu Ri Woo, M.D., et al.
The Catholic University of Korea, Seoul, South Korea

Quick TAKES
Rosacea severity increased 
with age; however, 
bacterial diversity was not 
altered significantly by the 
antibiotic treatment.

Researchers compared the 
makeup and diversity of the 
skin microbiota in a small 
group of patients before and 
after taking oral antibiotics.

The imbalance of the 
skin’s microbiota has been 
thought to play a key role 
in the development of 
rosacea symptoms.

Better understanding the changes that 
occur in the skin’s microbiota following 
therapy can help clinicians home in on the 
potential relevant microbes that can cause 
the development of rosacea symptoms.
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Quick TAKES

Systemic therapies for melanoma were 
� rst approved for the management of 
stage IV disease. Subsequently, sev-
eral agents gained an indication for use 

as adjuvant therapy for stage III melanoma, and 
some therapies are now being investigated for 
high-risk stage II disease. 

Although treatment of melanoma with these 
systemic therapies in the United States is mostly 
directed by medical oncologists, dermatolo-
gists are important collaborators because treat-
ment-related adverse events include a range of 
cutaneous reactions, says Jean Bolognia, M.D.

She also points out that in 
addition to their broadening 
use for treating melanoma, 
immune checkpoint inhibi-
tors are being used to treat a 
litany of other cancers. The 
list of cutaneous side e� ects 

associated with their use is also growing.
“Early identi� cation and appropriate man-

agement of these cutaneous side e� ects will allow 
patients to remain on e� ective treatment for their 
cancer. In addition, knowledge of systemic side 
e� ects is important so we can discuss them with 
our patients, especially as immunotherapy is 
being considered for patients with earlier stages 
of melanoma who have a better long-term prog-
nosis,” says Dr. Bolognia, professor of dermatol-
ogy, Yale University, New Haven, Conn.

THERAPEUTIC OPTIONS
Given the multiple systemic therapies that have 
been approved over the past several years, it is 
helpful to broadly divide them into two cate-
gories: the kinase inhibitors and the immune 
checkpoint inhibitors. 

The kinase inhibitors are further subdivided 
into two groups:

Dermatologists need to be aware of these adverse events 
and their management and recognize they may be the fi rst 
to describe a novel cutaneous side effect.

Use of systemic therapies for treatment of melanoma 
is growing and so is the list of cutaneous side effects 
associated with their use.

Medical therapy 
for advanced melanoma
CHERYL GUTTMAN KRADER, B.S., PHARM. | Sta�  Correspondent

ADVANCED MELANOMACONTINUES ON PAGE 31

skin cancer

Dr. Bolognia

THE COMBINATION OF ipilimumab plus nivolumab is associated with a higher clinical 
response rate than nivolumab or pembrolizumab alone that, in turn, are more effective 
than ipilimumab monotherapy. However, the risk of grade 3/4 immune-related adverse 
events is greatest using the combination of ipilimumab and nivolumab, less with ipilimum-
ab alone, and even lower when using nivolumab or pembrolizumab as monotherapy.

 the selective BRAF inhibitors, which include 
vemurafenib, dabrafenib, and encorafenib, 
 and the MEK inhibitors, which include tra-
metinib, cobimetinib, and binimetinib. 
The most common cutaneous side e� ects asso-

ciated with the selective BRAF inhibitors include 
morbilliform or scarlatiniform exanthems, pho-
tosensitivity reactions (in particular with vemu-
rafenib), and keratoacanthomas and squamous 
cell carcinomas (SCCs). However, the incidence 
of the latter side e� ect is markedly reduced when 
the selective BRAF inhibitor is combined with a 
MEK inhibitor, Dr. Bolognia says.

“Palmar and/or plantar � bromatosis is a lesser 
known cutaneous side e� ect of vemurafenib that 
dermatologists need to recognize,” she adds. 
“Clinicians should also note that they may be 
the � rst to describe a novel side e� ect of systemic 
cancer therapies.” 

The immune checkpoint inhibitors include 
the anti-CTLA-4 antibody ipilimumab and 
the anti- programmed cell death-1 protein (PD-
1) antibodies nivolumab, pembrolizumab, and 
cemiplimab-rwlc. 

The � rst three antibodies are used to treat 
melanoma as well as a number of carcinomas 
while the latter is approved for metastatic cuta-
neous SCCs. Immune checkpoint inhibitors that 
target the programmed death-1 ligand 1 (e.g. ate-
zolizumab, avelumab, duravalumab) have been 
approved to treat several malignancies including 
non-small-cell lung cancer. 

The three immune checkpoint inhibitors used 
to treat melanoma di� er in clinical e�  cacy and 

ipilimumab 
& 

nivolumab

nivolumab 
or 

pembrolizumab

Grade III/IV side effects

ipilimumab 
& 

nivolumab

Clinical response

nivolumab 
or 

pembrolizumab
ipilimumab ipilimumab
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I mmunotherapy is a quickly evolving �eld. Patients with advanced 
cutaneous squamous cell carcinoma (cSCC) are bene�tting from the 
research for a number of other conditions, as novel agents demon-
strate e�cacy, according to an expert who spoke earlier this year at 

the ODAC Dermatology, Aesthetic & Surgical Conference, Orlando, Fla.
Recent advances in immunotherapy have led to the development of cemi-

plimab (Libtayo, Regeneron and Sano� Genzyme), the �rst drug approved 
by the U.S. Food and Drug Administration (FDA) for the treatment of locally 
advanced cutaneous and metastatic squamous cell carcinoma. As high 
mutational and neoantigenic burdens are believed to be strong predictors 
of responsiveness to immunotherapy, cutaneous squamous cell carcinoma 
is expected to be responsive to immune checkpoint inhibitors. Cemiplimab 
is a programmed death receptor-1 (PD-1) blocking antibody with demon-
strated e�cacy in treating patients with advanced squamous cell carcinoma, 
particularly where other treatment modalities have failed. 

“For those patients with advanced squamous cell cancers in whom surgi-
cal intervention and radiation therapy are not an option or contraindicated, 
novel immune checkpoint inhibitor agents such as cemiplimab are now 
available and can have a very positive impact in the quality of life of these 
patients,” says Desiree Ratner, M.D., clinical professor, Ronald O. Perel-
man department of dermatology, NYU Skin and Cancer Clinic, New York.

According to Dr. Ratner, cemiplimab is one of the �rst immunothera-
peutic drug available to treat advanced squamous cell carcinoma disease 
e�ectively, with response rates of approximately 50%. 

“While other immunotherapy drugs in this class, such as pembroli-
zumab and nivolumab, have the potential to be e�ective, cemiplimab has 
been the most studied agent to date in cutaneous squamous cell carcinoma,” 

she says. “The outcomes achieved with this drug are remarkable and time 
will tell us about the durability of the results achieved so far.”

Pembrolizumab (Keytruda, Merck), which was approved by the FDA 
for the treatment of advanced melanoma, has also been approved for �rst 
line treatment of head and neck SCC. Now that cemiplimab has received 
approval, it will likely be the PD-1 inhibitor of choice until studies of other 
agents are performed that show equivalent e�ects, Dr. Ratner says. 

Not every patient is an ideal candidate for immunotherapy though, as 
side e�ects can be signi�cant and sometimes intolerable for some. According 
to Dr. Ratner, immune response modulators can have a negative impact on 
patients’ thyroid or pituitary function or can generate other types of immune 
responses that are unrelated to the tumor. Nevertheless, Dr. Ratner says that 
the bene�t of immunotherapy for these patients is usually much greater when 
compared to the other treatment options currently available.

Immunosuppressed patients such as those with lymphoma or organ 
transplant recipients may not be ideal candidates for this type of immuno-
therapy. Clinicians must therefore carefully weigh all treatment options and 
the risk/bene�t ratio of each patient individually. 

“Immunotherapeutic agents have become an important treatment option 
for patients with advanced squamous cell carcinoma. The next frontier of 
research will likely be combining immunotherapy with chemotherapy or 
radiation therapy, bridging treatments and initiating immunotherapy or 
other agents in those patients who may have developed resistances or failed 
multiple therapies,” Dr. Ratner says. 
Disclosures: 
Dr. Ratner reports no relevant disclosures.

Quick TAKES

As high mutational and neoantigenic burdens are believed to be 
strong predictors of responsiveness to immunotherapy, cSCC is 
expected to be responsive to immune checkpoint inhibitors.

Few effective 
therapies are 
available to patients. 

SCC: The role  
of immunotherapy
ILYA PETROU, M.D. | Sta� Correspondent

“ For those patients with advanced squamous cell cancers in 
whom surgical intervention and radiation therapy are not an 
option or contraindicated, novel immune checkpoint inhibitor 
agents such as cemiplimab are now available and can have a 
very positive impact on the quality of life of these patients.”
Desiree Ratner, M.D., NYU Skin and Cancer Clinic, New York

skin cancer
A new (PD-1) blocking antibody approved 
by the FDA has demonstrated efficacy in the 
treatment of cSCC.
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risk for severe adverse events (grade 3/4). 
The combination of ipilimumab plus 
nivolumab is associated with a higher 
clinical response rate than nivolumab or 
pembrolizumab alone that, in turn, are 
more effective than ipilimumab mon-
otherapy. However, the risk of grade 
3/4 immune-related adverse events is 
greatest using the combination of ipil-
imumab and nivolumab, less with ipil-
imumab alone, and even lower when 
using nivolumab or pembrolizumab as 
monotherapy, Dr. Bolognia says.

The most common cutaneous side e�ects associated with the immune 
checkpoint inhibitors include pruritus, lichenoid dermatitis, morbilliform 
and eczematous eruptions, and vitiligo-like leukoderma. Interestingly, bul-
lous pemphigoid as well as sarcoidosis have also been observed. 

MANAGING IMMUNE-RELATED ADVERSE EVENTS
In 2018, guidelines for the management of immune-related adverse events in 
patients treated with immune checkpoint inhibitors were published in the 
Journal of Clinical Oncology.1 The skin toxicities were divided into three 
categories: 

 rash/in�ammatory dermatitis, 
bullous dermatoses, and 
 severe cutaneous adverse reactions (e.g. Stevens-Johnson syndrome, toxic epi-
dermal necrolysis, drug reaction with eosinophilia and systemic symptoms). 
The recommendations for management were based on severity grade and 

generally consisted of increasing the intensity of systemic corticosteroid treat-

ment as severity increased, 
in addition to drug holi-
days. However, there are 
other interventions that 
dermatologists can offer, 
Dr. Bolognia says. 

 “Rather than initi-
ating oral corticoster-
oids to manage a grade 2 
lichenoid, eczematous or 
psoriasiform reaction, aci-
tretin, apremilast or metho-
trexate can be considered,” 

she explains. “Similarly, whereas the guidelines recommend initiating an 
oral corticosteroid to treat a grade 2 bullous pemphigoid eruption, oral dox-
ycycline with or without nicotinamide can be administered instead.”

Importantly, patients with melanoma who develop immunotherapy-re-
lated cutaneous adverse reactions, in particular vitiligo-like depigmentation, 
have been shown to have an improved survival. However, it is important to 
distinguish whether the vitiligo-like depigmentation (“leukoderma of mel-
anoma”) is spontaneous or treatment-related. 

“If the leukoderma is spontaneous, the patient needs to be restaged even 
though it is not always a re�ection of metastatic disease,” Dr. Bolognia says. 
Disclosure: 
Dr. Bolognia reports no relevant conflicts of interest to disclose.

References:
1  Brahmer JR, Lacchetti C, Schneider BJ, et al. Management of Immune-Related Adverse Events in Patients Treated With 

Immune Checkpoint Inhibitor Therapy: American Society of Clinical Oncology Clinical Practice Guideline. J Clin Oncol. 
2018;36(17):1714-1768.
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 AK treatment advances FROM PAGE 1

This is primarily due to high chronic lifetime sun 
exposure, limited sun protection, and limited 
awareness of the sunlight’s carcinogenic potency.”

The quality of life of patients with AKs 
can greatly be impacted and, according to the 
authors, there are two sides to the social impli-
cations related to AK.

“On one hand, the feeling of losing control 
and the speculation about the risk of getting skin 
cancer may impact a patient’s quality of life as 
well as the pain associated with many AK treat-
ments. On the other hand, due to the clear corre-
lation between UV-related activities and AK, the 
necessary change in behavior might also impact 
a patient’s quality of life, including social circles 
and social acceptance, as well as self-esteem cor-
related to tanning,” the authors write.

The primary treatment goals are the eradica-
tion of as many clinical and subclinical AK lesions as 
possible, the authors say, as well as keeping the dis-
ease-free intervals as long as possible and decreasing 
the risk of developing an invasive SCC. 

A practical treatment algorithm2 was recently 
proposed to help clinicians better address AK 
lesions. Here, treatment was broken down into 
lesion-directed therapy, cluster directed therapy 
for a small �eld (< 25 cm2) and cluster to directed 

therapy for a larger �eld (> 25 cm2). 
Cryotherapy, curettage and excision are the 

currently used lesion-directed therapies; however, 
they do not adequately address �eld cancerization 
or subclinical lesions. These treatments are mostly 
reserved for suspicious single lesions to exclude the 
possibility of an invasive SCC, the authors write. 

In cluster directed therapy, modalities like 
5-�uorouracil and 5% imiquimod are readily used, 
with only the latter �nding utility in addressing 
�eld cancerization and subclinical lesions. 

For large �eld-directed therapy, 5-�uoroura-
cil, diclofenac and PDT are all used, but accord-
ing to the authors, imiquimod 3.75% has the high-
est expert agreement of any �eld directed therapy 
and a long-term sustained reduction in AK lesions. 
Nevertheless, often a combination of approaches is 
used to successfully control AK lesions. 

There are a number of experimental treatments 
currently under investigation such as Sinecatechin, 
a Polyphenon E targeting the link between HPV 
infection and development of AK, Tirbanibulin, 
which targets the SRC proto-oncogene and fast pro-
liferating cells, as well as Tuvatexib, a small-mole-
cule dual VDAC/HK2 modulator that has proven 
it can compete with established therapies for AK. 

A novel nanoparticle formulation of Pacl-

itaxel ointment has also demonstrated efficacy 
in the treatment of AKs. Lastly, two drugs, furo-
semide and digoxin, are being repurposed to be 
used in the treatment of AKs. A topical formula-
tion of furosemide and digoxin is under develop-
ment as an antiviral for the treatment of cutane-
ous non-genital warts caused by HPV, which will 
hopefully suppress the development of AK lesions. 

“We see the treatment of AK going toward 
a more individually tailored treatment for each 
patient, considering his ability of self-treatment, 
the size and location of his lesions but also the 
genetic basis as well as individual risk of trans-
formation into an invasive SCC, and possibly 
other factors such as HPV infection contribut-
ing to each patient’s individual AK lesions. From 
our point of view, we consider Sinecatechin, Tir-
banibulin, and Tuvatexib to be the most promis-
ing drugs,” the authors write. 
Disclosures: 
Drs. Cramer and Stockfleth report no relevant disclosures.

References:
1  Cramer P, Stockfleth E. Actinic keratosis: where do we stand and where is the 

future going to take us? Expert Opin Emerg Drugs. 2020 Mar;25(1):49-58.. Epub 
2020 Feb 20.  

2  Dirschka T et al. Real-world approach to actinic keratosis management: practi-
cal treatment algorithm for office-based dermatology. J Dermatolog Treat. 2017 
Aug;28(5):431-442. Epub 2016 Nov 13.

 Advanced melanoma therapeutic options FROM PAGE 28

COMMON CUTANEOUS SIDE EFFECTS 
OF SYSTEMIC THERAPIES
Selective BRAF inhibitors 
  morbilliform or scarlatiniform 
exanthems
  photosensitivity reactions  
(in particular with vemurafenib) 
  keratoacanthomas and squamous 
cell carcinomas (SCCs) (reduced when 
combined with MEK inhibitor) 

Immune checkpoint 
inhibitors 
  pruritus
  lichenoid dermatitis
  morbilliform and 
eczematous eruptions
  vitiligo-like leukoderma
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Quick TAKES

There is a lot of interest in 
injections of exosomes for 
hair restoration.

Platelet rich plasma 
injection shows promise as 
a treatment for hair loss.

Clascoterone is being developed as a topical treatment for 
androgenetic alopecia in men and women, and studies show 
efficacy of topical finasteride for this same indication.

Medical innovation 
expands hair loss Tx 
CHERYL GUTTMAN KRADER, B.S. PHARM | Sta� Correspondent

A variety of topical and injectable 
therapies are showing promise for 
addressing the problem of hair loss 
in both men and women, says Matt 

Leavitt, D.O.
“This is an exciting time in the world of hair 

restoration. There are many new and emerg-
ing products and techniques for the treatment of 
hair loss,” says Dr. Leavitt, Founder and CEO, 
Advanced Dermatology and Cosmetic Surgery, 
Maitland, Fla., who is a hair loss and hair resto-
ration specialist. He is joined at his practice loca-
tion by Natalie Kash, M.D., who is completing a 
hair loss and restoration fellowship.

TOPICAL TREATMENTS 
Clascoterone (cortexolone 17-alpha proprion-
ate; Breezula, Cassiopea) is an androgen recep-
tor inhibitor that is being developed as a treat-
ment for both male and female androgenetic alo-
pecia (AGA). It is a novel steroid that is rapidly 
hydrolyzed in plasma to an inactive metabolite. 
Therefore, it appears to be associated with min-
imal to no risk of steroid-related systemic side 
e�ects. 

A phase 2, vehicle-controlled dose-ranging 
study investigated di�erent concentrations and 
dosing regimens for clascoterone in males with 
mild-to-moderate AGA. Its results showed that 
the treatment had a favorable safety pro�le and 
they also provided evidence supporting e�cacy. 
Based on the results, clascoterone 7.5% solu-
tion was selected as the best candidate for fur-
ther study, and a pivotal trial was initiated early 
in 2020. In addition, a phase 2 study is underway 

investigating clascoterone in females.  
“The results achieved in men in the phase 

2 study were pretty dramatic and comparable 
to some of the best results seen in the past with 
minoxidil,” Dr. Leavitt says. “More women today 
are wanting to be treated for hair loss and at an 
earlier stage, and we often struggle to �nd safe 
and e�ective treatment for women. Oral spirono-
lactone and topical minoxidil have been the pri-
mary drugs used for female pattern hair loss, but 
clascoterone and other topical treatments are 
showing promise.”

Given the desire for the bene�ts of �nasteride 
without the potential for systemic side e�ects, 
topical use of the anti-androgen has also gar-
nered signi�cant interest. Finasteride blocks the 
conversion of testosterone to dihydrotestosterone 
and blocks androgen receptor function. It acts to 

reduce hair miniaturization and hair in�amma-
tion, Dr. Leavitt says. 

Findings of a systematic review published 
in 2018 supported the efficacy of topical fin-
asteride as a treatment for AGA in men and 
women.1 The review included seven studies, all 
of which showed that the topical treatment was 
associated with increased terminal hair counts, 
decreased rates of hair loss, and positive hair 
growth assessments. 

The most common side effects included 
scalp irritation, erythema and contact dermati-
tis. There were a number of systemic side e�ects, 
but they were rare, and there were no serious side 
e�ects. 

“The concentrations of �nasteride used in 
these studies varied widely, and there were also 

SOURCE: HTTP://WWW.CASSIOPEA.COM/INVESTOR-RELATIONS/PRESENTATIONS/YR2018.ASPX

Primary Endpoints at 6  mos  
(interim analysis on 375 subjects)

Clascoterone 
2.5% BID

Clascoterone 5% 
BID

Clascoterone 
7.5% BID

Clascoterone 
7.5% QD Vehicle

Mean changes from baseline TAHC 13.0134 12.2109 20.7879 11.5182 -0.1114

P value (vs. baseline) < 0.0001 < 0.0001 < 0.0001 < 0.0001 0.9660

P value (vs. vehicle) 0.0003 0.0010 < 0.0001 0.0017 --

Favorable HGA (+1, +2, +3) 56% 58% 62% 61% 49%

PHASE 2 DOSE RANGING TOPICAL CORTEXOLONE 17 ALPHA PROPIONATE 
FOR ANDROGENETIC ALOPECIA
July 2018 : Phase 2 interim analysis results very positive 

Six Month Interim Analysis Efficacy Results (PP)

INNOVATION CONTINUES ON PAGE 34
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M elasma responds well to oral and locally injected tranexamic 
acid treatments, but clinical results from topical tranexamic 
acid administration have been disappointing, researchers 
report in a study published January 21 in the Journal of Cos-

metic Dermatology.1

The lack of e�cacy in topical preparations could be from the inability 
of tranexamic acid topicals to achieve epidermal therapeutic concentrations 

needed to lighten the pigmentary disorder, 
the authors write.

Researchers in Singapore conducted 
an in vitro study comparing human epi-
dermal and dermal tranexamic acid skin 
concentrations after applying Fairence 
T-Complex (TDF Derma Formula), a 
co-enhancer cream they developed, and a 
Japanese branded cream as a control. Each 
topical had a tranexamic acid concentra-
tion of 2%.

They found tranexamic acid concen-
trations in the skin six and 24 hours after 
applying the co-enhancer cream were well 
within the required estimated concentra-
tion range for efficacy. They looked at 
interpolated concentrations at a depth of 
100 µm, which is at about the dermo-epi-
dermal junction and the therapeutic target 
for tranexamic acid. At six hours, interpo-
lated concentrations for the Fairence top-
ical were about 4 µg/mL and at 24 hours 
about 20 µg/mL at 100 µm tissue depth.

“A similar interpolation for Japanese 
branded tranexamic acid cream places 24 
hour 100 µm concentrations in the lower 
part of the predicted e�cacy range,” they 
write.

The co-enhancer cream showed greater skin tissue bioavailability than 
the control cream and achieved greater therapeutic concentrations at the 
viable epidermal target.

In the t issue samples studied, tranexamic acid concen-

trations diminished with skin depth for both formulations. 
Results from this preclinical study support more research on melasma treat-
ment with Fairence T-Complex co-enhancer cream, they write.

In the last decade, researchers have extensively studied tranexamic acid 
treatment for melasma. Authors of systematic review and meta-analysis of 
tranexamic acid treatment for adult melasma concluded that tranexamic acid 
appeared to be a promising therapeutic approach for melasma.2

But they note that data is limited on topical tranexamic acid, which has 
been applied alone and along with intradermal injection, microneedling, 
fractionated CO2 laser and more.

“Debate exists about whether topical water-soluble [tranexamic acid] 
is trans-dermally absorbed by the lipid-soluble surface of the skin. In addi-
tion to bridging the knowledge gaps in our understanding of topical as an 
option for melasma patients, further studies on clinical e�cacy and side 
e�ects comparisons among di�erent administrations of [tranexamic acid] 
should be carried out,” the review authors write.

Authors of the current study write that topical bioavailability is a con-
cern, as it tends to be lower and more variable with topical administration 
than with oral tranexamic acid.

Tranexamic acid is not easy to partition into the stratum corneum bar-
rier’s lipid domain.

“Here we formulated 2% tranexamic acid into a glycol co-enhancer drug 
delivery system, dispersed in silicone elastomer continuous phase, with the 
objective of combining pharmaceutical topical drug delivery technology 
with the technology of cosmetic science,” according to the authors.

While more studies, including a double-blind placebo-controlled clin-
ical study, are needed, the authors predict the in vitro results will re�ect in 
vivo levels. They think that by using the co-enhancer silicone cream in mel-
asma patients to more e�ectively deliver tranexamic acid to the intended 
target, especially refractive melasma patients will achieve better treatment 
outcomes. The co-enhancer technology in Fairence T-Complex has been 
shown to increase skin penetration for other actives, they write. 
Disclosures: 
Authors report no relevant disclosures. 

Reference:
1  Ng, SP, Marcant, M, Davis, AF. In vitro human skin concentrations following topical application of 2% tranexamic acid in co-en-

hancer cream and branded cream formulations. J Cosmet Dermatol. 2020; 00: 1– 7. 

2  Zhang L, Tan WQ, Fang QQ, et al. Tranexamic Acid for Adults with Melasma: A Systematic Review and Meta-Analysis. Biomed 
Res Int. 2018;2018:1683414.

New vehicle may e�ectively 
deliver tranexamic acid
LISETTE HILTON | Sta� Correspondent

Quick TAKES

Authors predict the in 
vitro results will reflect 
in vivo levels and the 
co-enhancer silicone 
cream will more 
effectively deliver 
tranexamic acid to the 
intended target when 
treating patients with 
melasma.

The co-enhancer 
cream showed greater 
skin tissue bioavailability 
than the control 
cream and achieved 
greater therapeutic 
concentrations at the 
viable epidermal target.

An in vitro study 
compared human 
epidermal and dermal 
tranexamic acid 
skin concentrations 
after applying a co-
enhancer cream vs. 
a Japanese branded 
cream as a control. 
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variations in the application regimen. In addi-
tion, there is evidence that greater e�cacy can be 
achieved by combining topical �nasteride with 
other treatments, including oral �nasteride, top-
ical minoxidil and ketoconazole shampoo,” Dr. 
Leavitt says.“Clearly there is a need for larger 
studies with longer follow-up to investigate the 
e�cacy and safety of topical �nasteride as well 
as the optimal vehicle, formulation, concentra-
tion, and frequency.”

INJECTABLE TREATMENTS
More than 50 studies have reported on injec-
tions of platelet rich plasma (PRP) for hair 
loss. Similar to the situation with topical �nas-
teride, these studies also varied in methodology, 
including the method for PRP preparation, tim-
ing for PRP injection, and outcome measures, 
Dr. Leavitt says. 

“Despite promising results, there are a lot of 
questions regarding the ideal preparation tech-
nique and regimen for using PRP that might pro-
vide the best outcomes,” he observes. 

There is good biologic rationale for interest in 
PRP. Because it contains a high concentration of 
platelets in a small volume of plasma, it represents 
a rich source of growth factors and cytokines that 
have been shown to promote vascularization and 
angiogenesis, trigger and extend anagen, reduce 

in�ammation and oxidative stress, trigger hair 
stem cell regeneration, activate �broblasts and 
stimulate extracellular matrix, Dr. Leavitt says. 

Also in the realm of injectable therapy, exosomes 
are the focus of a lot of attention as an emerging 
treatment for hair loss. Exosomes are extracellu-
lar cell-derived vesicles that transport micro RNA, 
mRNA, and transcription factors or other proteins 
from cell to cell, thereby allowing intercellular com-

munication. Their use can promote hair restora-
tion and prevent hair loss via several mechanisms, 
including by stimulating anti-in�ammatory, pro-an-
giogenic, regenerative and healing pathways 

Studies done in animal models showed that 
exosomes derived from dermal papilla cells pro-
moted anagen, delayed catagen and regulated 
hair follicle stem cell growth and di�erentiation. 
However, there are no basic science data from 
studies investigating the e�ects of dermal papil-
la-derived exosomes and exosomal micro RNA 
on the human hair follicle and hair follicle stem 
cells, Dr. Leavitt says.

Currently, several companies are producing 
exosome products for treating hair loss, although 
none are FDA-approved. 

“There is a need for more clinical data on the 
long-term e�cacy and safety of this approach,” 
he says. 
Disclosure: 
Dr. Leavitt is Executive Medical Advisor for Bosley. He has received no financial sup-
port, grants and/or research support regarding clascoterone, topical finasteride, 
minoxidil, spironolactone, ketoconazole, exosomes or platelet rich plasma (PRP) 
or any companies associated with these medications/therapies.

References:
1  Lee SW, Juhasz M, Mobasher P, Ekelem C, Mesinkovska NA. A Systematic Review 

of Topical Finasteride in the Treatment of Androgenetic Alopecia in Men and 
Women. J Drugs Dermatol. 2018;17(4):457-463.
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Autologous high concentration of platelets in a small volume of  
plasma measured as 1,000,000 platelets/μL  (2X whole blood 
native concentration
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30–50%  
Hematocrit <1% Hematocrit

Platelets Native Level ~2–3 X Native Level  
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Growth 
Factors Native Level ~2–3 X Native Level  

Minimun

SOURCE: NEIL SADICK 

MORGAN PETRONELLI | Assistant Editor

SOLITON, A MEDICAL DEVICE COMPANY based in Houston, 
announced March 11, 2020, that the U.S. Food and 
Drug Administration (FDA) has given special 510(k) 
premarket notification clearance for the company’s 
Generation II Rapid Acoustic Pulse (RAP) device.¹

Soliton initially filed the 510(k) application with 
the FDA on Feb. 10, 2020, noting that the devices’ 
intended use is as an accessory for the 1064 nm 
Q-Switched laser on black ink in Fitzpatrick Skin 
Types I-III.

Chris Capelli, M.D., founder, president and CEO of 
Soliton, says the company intends to distribute the 
new version of the device to 20-25 of the top U.S. 
dermatologists for physician feedback and market 
data on cartridge usage.

“The FDA clearance of our Generation II RAP device 
marks yet another milestone on Soliton’s path towards 
commercialization, specifically this year’s strategic 
launch for tattoo removal,” he says.

The company also announced its recent 
Manufacturing Services Agreement with Sanmina 
Corporation, an integrated manufacturing solutions 
provider. The agreement will allow Sanmina to 
produce Soliton’s Rapid Acoustic Pulse (RAP) device 
and its replaceable cartridges, effective March 6.²

“Sanmina’s expertise and world-class service are a 
great match for Soliton’s innovative device, which is 
FDA-cleared for tattoo removal and we believe has 
potential in additional aesthetic indications including 
cellulite removal and fibrotic scarring, and we look 

forward to working with them in the years ahead,” says 
Dr. Capelli, M.D.

The RAP devices utilize rapid pulses of acoustic 
shockwaves for the removal of tattoos. The company 
is also investigating other uses for the device, 
including fat reduction, cellulite improvement and 
fibrotic scars treatment, and has already presented 
promising study results for the latter. Currently, the 
device is only cleared by the FDA for tattoo removal. 

References: 
1  Soliton Receives FDA Clearance of Special 510(k). Soliton, Inc. bit.ly/SolitonF-

DAapproval. Published March 11, 2020. Accessed March 11, 2020.

2  Soliton signs Agreement with Global Manufacturer Sanmina. Soliton, Inc.  
bit.ly/Soliton-Sanminapartner Published March 9, 2020. Accessed March 
11, 2020.

Tattoo-removal device receives 
510(k) premarket notification
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those in need of critical care due to COVID-19. 

STRENGTHENING YOUR PATIENT BASE. 
Communication is not just for employees; you have a captive patient audi-
ence waiting at home. Patients want to know you are a central part of this 
recovery e�ort. You’ve got plenty of time now to focus on patient outreach, 
and patients have more time than ever to listen. Share hand-washing tips, 
share skincare at-home tips, share new research on COVID-19 you’ve 
vetted. Your content is good enough - get it out there - outreach is most 
important. The same calming presence that has kept patients coming 
back to you year after year - that’s the one they need to hear from today. It 
is imperative that folks know that they can count on you and the practice 
for the long term.

There’s been plenty written about teledermatology recently, so I will 
not belabor this point. Su�ce it to say, virtual care is an important initia-
tive both for patient reassurance and engagement. Most of us practice der-
matology with our hands, and while that is not possible, it is just as impor-
tant to reach out with our hearts and minds. I’ve done more education and 
talk therapy in the last couple weeks than I would have ever done over sev-
eral months of face-to-face encounters with patients (and doctors) running 
late for their next appointments. We adopted password-protected Zoom 
rooms for use in own practice and continue to take notes within our EMR 
system. It has been met with more demand than I could have imagined. 

WRESTLING WITH RENT. 
Make these calls now, not next month when every other tenant is also late on 
rent. We reached out to our landlords early to discuss the pressures on our 

business and how we can work together to alleviate near term �scal pres-
sure. This is not an “us vs. them” issue; this is a collaborative problem-solve. 
Be sensitive to the fact that landlords often times have mortgages they are 
paying with your rent dollars. Work together — look for partial abatements 
or year-end deferrals. We found our landlords to be uniformly cooperative, 
with one or two exceptions, but it was all in the approach. 

CARES ACT.
Apply even if you believe you will not be a�ected to the same extent we 
have. There is a �rst-come, �rst serve aspect to this program, and until 
there is a successor stimulus package, this is a solid element toward pre-
serving the long term �scal health of your practice. You are eligible for 
2.5x of your monthly payroll expense, so even if you keep most of your 
sta� on board throughout this challenging time, you can bring more folks 
back, sooner, than your practice would otherwise allow in this climate. 

I have been inspired by my dermatology colleagues who have volun-
teered their time in emergency rooms across New York State. We all continue 
to work at their side during this life-changing pandemic. Our patients, many 
who travel hours to see us because so many practices have been forced to shut-
ter, are so grateful for their continuity of care and we are humbled to show up 
every day to extend it. I am con�dent the present acuity of COVID-19 will be 
behind us in the next month or so, but until then, I hope some of the steps we 
have taken will also help you circumnavigate these di�cult times. 

Don't miss the latest discussions on COVID-19 and the effects on your practice. 
Survival of the private practice: bit.ly/privatepracticesurvival
Reopening the private practice: bit.ly/reopeningpractice

COVID-19
 COVID-19: One physician's insights on practice survival and patient care FROM PAGE 9

 Legal: Teledermatology & COVID-19  FROM PAGE 10

a lawsuit where the patient received care or where the 
defendant physician’s o�ce is located. 

Telemedicine obviously expands the scope of venue expo-
sure. The plainti� can bring the telemedicine consultant into 
a court in his state. A state may also require venue. For exam-
ple, Montana and North Carolina both require that any medi-
cal malpractice claims by their residents that are based on tele-
medicine must be brought within their state. 

A physician who practices in a state with a short Statute of 
Limitations should not assume that time limit will apply if he 
is sued for telemedicine consult. Di�erent states also take dif-
ferent approaches to the Standard of Care. Some use a national 
standard, and some use a local one. The consulting telemed-
icine physician should therefore become acquainted with the 
standards used in the states they extend their practice to.

#4 HIPPA Con�dentiality. Since teledermatology is 
clearly the practice of medicine, historic con�den-

tiality issues have always been a concern. This all changed 
with COVID-19. The federal O�ce of Civil Rights (OCR) at 
the U.S. Department of Health and Human Services (HHS) 
issued a bulletin in March that stipulated that physicians can 
serve patients through commonly used applications such as 
FaceTime, Skype and Zoom so as to provide telehealth remote 
communications.

In the end, Dr. NY need not be concerned. His patient’s 
law student son, unfortunately, was not informed of the 
recent regulatory changes. 

GALDERMA ANNOUNCED MARCH 4 its plan to invest in their aesthetic portfolio, increase its 
U.S. salesforce, improve its ASPIRE Galderma Rewards digital program and introduce 
a collaboration with ZO Skin Health.

According to a press release, the company will alter their ASPIRE Galderma 
Rewards program by instituting a new app available for Apple and Android devices 
where consumers can view and manage their reward points on the go while also 
having the capability to select their preferred provider. Additionally, the rewards 
program will soon be able to integrate with electronic medical records commonly 
used in the aesthetic industry and will be launched in the second quarter of 2020.

“At Galderma, we’re relentlessly focused on driving trust and success for our 
customers. The acceleration of our growth and expansion plans, underscores 
Galderma’s commitment to the growing aesthetics market,” says Alisa Lask, vice 
president and general manager of Galderma U.S. Aesthetics.

The company reports a 15% U.S. salesforce increase and says it plans to expand 
upon that growth by providing its salesforce with new resources and tools, which 
include a new collaboration between Galderma’s Restylane and ZO Skin Health and 
an amplified national direct-to-consumer Restylane marketing campaign to aid in 
the push of consumers to aesthetic providers.

Zo Skin Health, a skincare brand developed and created by Zein Obagi, M.D., 
provides prescription and over-the-counter skincare products to consumers.

“This collaboration with Restylane and ZO Skin Health means my patients have an 
opportunity to experience two premium brands. This innovative offering is a unique 
and compelling way to bring new patients to my practice,” says Steven F. Weiner, 
M.D., facial plastic surgeon and Galderma consultant. 

References: 
Galderma. Galderma Announces an Acceleration of its Growth and Expansion Plans to Support Aesthetic Providers. PR Newswire: press 
release distribution, targeting, monitoring and marketing.https://www.prnewswire.com/news-releases/galderma-announces-an-accel-
erat.... Published March 4, 2020. Accessed March 5, 2020.

MORGAN PETRONELLI | Assistant Editor

GALDERMA INITIATIVES AIM 
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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 Erica Geist | Physician Recruiter  
egeist@pennstatehealth.psu.edu

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

Position Highlights:
• 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

Community:
• 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.

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.
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