
A PHASE 2B STUDY investigating gusacitinib 
(ASN002, Asana Biosciences) as a treatment for 
moderate-to-severe chronic hand eczema (CHE) 
met its primary and key secondary endpoints, 
demonstrating that the investigational oral janus 
kinase/spleen tyrosine kinase (JAK/SYK) inhib-

itor provided statistically signi� cant improve-
ments in multiple measures of disease severity 
compared with placebo. In addition, data on 
adverse events and treatment discontinuations 
show that gusacitinib was well-tolerated and had 
an acceptable safety pro� le. 

Emma Guttman-Yassky, M.D., Ph.D., Sol 
and Clara Kest Professor of Dermatology, direc-
tor of the Center for Excellence in Eczema, 
and director of the Laboratory of Inf lamma-
tory Skin Diseases Icahn School of Medicine at 

CLINICAL INSIGHTS THAT EXPAND EXPERTISE AND ADVANCE PRACTICE

SKIN CANCER RISK and protective behaviors among college 
students are in� uenced by their beliefs about sunscreen 
safety and health bene� ts of sun exposure, and regional 
weather also appears to play a role, according to analyses 
of responses to a survey conducted by investigators at the 
National Cancer Institute and Oregon State University.

The � ndings from this research can inform patient coun-
seling e� orts and suggest topics for further studies that could 
provide understanding of factors determining intentional UV 
exposure as a foundation for targeted sun safety intervention, 

says Anne K. Julian, Ph.D., M.A. Dr. Julian is 
a Cancer Prevention Fellow in the Division 
of Cancer Control and Population Sciences, 
National Cancer Institute, Rockville, Md. She 

is the lead author of a published paper examin-
ing the role of context and its in� uence on 

UV exposure behaviors.1

The survey recruited partic-
ipation by undergraduate stu-

dents at Oregon State Univer-

GUSACITINIBCONTINUES ON PAGE 28

CHERYL GUTTMAN KRADER, B.S. PHARM
Sta�  Correspondent

Survey 
fi ndings inform 
messaging 
on UV exposure

FINDINGS FROM STUDIES DOCUMENTING systemic absorp-
tion of certain sunscreen active ingredients indicate a need 
for further research, but do not provide reason for advis-
ing consumers to refrain from using products that contain 

these ingredients, says David G. Strauss, M.D., 
Ph.D.

An initial “maximal usage trial (MUsT)” 
assessing systemic absorption of avobenzone, 
oxybenzone, octocrylene, and ecamsule in 

subjects applying four di� erent commercially available sun-
screens was conducted in accordance with a recommen-
dation found in the proposed rule on 
sunscreen drug products for over-
the-counter human use that was 
issued by the U.S. Food and Drug 
Administration (FDA) in February 
2019.1 The proposed rule, which aims to 
put into e� ect a � nal monograph on nonpre-
scription sunscreens, described the conditions under 
which the active ingredients are generally recognized as safe 
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Dual JAK/SYK inhibitor a promising systemic 
treatment for chronic hand eczema
CHERYL GUTTMAN KRADER, B.S. PHARM | Sta�  Correspondent

Study examines effi cacy 
of CaHA plus HIFU

Pooled safety analysis of 
topical minocycline foam

Review examines increasing 
use of PRP for skin rejuvenation

Treatment considerations 
in the biologic era
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chairman’s letter DermatologyTimes®AUGUST 2020

THIS MONTH WE’RE EXCITED to announce an upgrad-
ed website and the launch of new digital features that 
we hope you’ll find both valuable and education-
al. DermatologyTimes.com serves as the hub of this 
brand. As such, the website will now provide insight 
into new data and technologies through a variety of 
communication channels and supporting resourc-
es designed to provide complementary and com-
prehensive industry education.

You’ll find the content has been arranged to high-
light key therapeutic areas to simplify navigation and 
access to pivotal developments. Among an expand-
ing resource area of video and audio products, you’ll 
find the launch of a new bi-monthly podcast series, 
“The Cutaneous Connection.” This new series fea-
tures interviews with industry experts who will explore 
the impact of new data and technologies to support 
practitioners in optimizing patient care and practice 
management. The episodes can be found at www.
dermatologytimes.com/podcasts. 

In the first episode, Adam Friedman, M.D., FAAD, pro-
fessor and interim chair of dermatology of the George 
Washington University School of Medicine and Health 
Sciences, discusses the rising use of endocannab-
inoids in the treatment of inflammatory skin diseas-
es and why you may opt not to recommend these 
products despite patient inquiries. Another episode 
features pediatric dermatology fellow, Sarah Coates, 
M.D., who shares the results of a survey on the effects 
of climate change on skin disease around the world. 
She is on the International Society of Dermatology’s 
Climate Change Committee. 

In an episode that complements our cover features 
this month, Dr. Friedman expands on controversial 

ingredients in sunscreen and the use of social media 
influence on sun protection. 

Our cover features share insight from studies conduct-
ed in accordance with a recommendation found in 
the proposed rule on sunscreen drug products for 
over-the-counter human use that was issued by the 
U.S. Food and Drug Administration last year. However, 
David Straus, M.D., Ph.D., director, Division of Applied 
Regulatory Science, US FDA, Silver Spring, Md., stress-
es that these findings indicate a need for further study 
and should not be interpreted as meaning the ingre-
dients have been deemed unsafe. Patients should still 
be counseled to continue using sunscreen. Anoth-
er report provides insight into beliefs about UV expo-
sure and sunscreen use.

We’ve also enhanced our video offerings to include 
expert interviews on timely social topics, as well as 
key takeaways from today’s virtual meeting activi-
ty, which can be found at dermatologytimes.com/
expert-interviews. We’ve highlighted one of our early 
interviews, in which Catherine DiGiorgio, M.D., a cos-
metic and laser dermatologists in Boston, shares 
insight into new devices and procedures for non-in-
vasive body contouring. Many of these videos are 
part of our Medical World News online network pro-
gramming in which you will find breaking news across 
healthcare as well as discussions on multi-specialty 
treatment approaches. This is accessible 24 hours 
a day at www.mjhlifesciences.com/news-network. 

We hope you find our enhancements valuable. As 
always, we welcome any feedback to continue to 
provide the information you need to manage your 
practice and support your patient care mission. 
MIKE HENNESSY, SR, IS CHAIRMAN AND FOUNDER OF DERMATOLOGY TIMES’ PARENT 
COMPANY, MJH LIFE SCIENCES.

OUR MISSION Provide practical analysis of recent studies, regulatory updates, techniques, devices and business solutions; 
and facilitate discussion to optimize practice and improve patient care.
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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
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AN IL-23 INHIBITOR FOR ADULTS WITH MODERATE TO SEVERE PL AQUE PSORIASIS1

©2020 AbbVie Inc. North Chicago, IL 60064 US-SK ZD-200177 May 2020 Printed in U.S.A.

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

E XPLORE LONG-TERM DATA AT VIEW THEDATA.COM

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.

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Gordon KB, Strober 
B, Lebwohl M, et al. E§  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. E§  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. 
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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 e§  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

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

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

*Analysis conducted 8/6/2019.

INDICATION1 •   In patients with a chronic infection or a history of treatment cannot be confi rmed. Monitor patients for 
signs and symptoms of active TB during and after 

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

IN OPEN-LABEL EXTENSION
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STUDY WEEK

SKYRIZI (150 mg) PASI 90 SKYRIZI (150 mg) PASI 100

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.

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.

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

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

 (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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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

E XPLORE LONG-TERM DATA AT VIEW THEDATA.COM

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.

References: 1. SKYRIZI [package insert]. North Chicago, IL: AbbVie Inc. 2. Gordon KB, Strober 
B, Lebwohl M, et al. E§  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. E§  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. 
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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 e§  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

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

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

*Analysis conducted 8/6/2019.

INDICATION1 •   In patients with a chronic infection or a history of treatment cannot be confi rmed. Monitor patients for 
signs and symptoms of active TB during and after 

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

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.

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

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

 (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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DO NOT RE-SIZE

SKYRIZI® (sky-RIZZ-ee) (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 benefits prior 
to prescribing SKYRIZI. Instruct patients to seek medical advice if signs or symptoms of clinically important 
infection occur. If a patient develops such an infection or is not responding to standard therapy, monitor the 
patient closely and do not administer SKYRIZI until the infection resolves. 
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 confirmed. 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 reflect 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 15 (1.1) 1 (0.3)
a Includes: respiratory tract infection (viral, bacterial or unspecified), sinusitis (including acute), rhinitis, 
nasopharyngitis, pharyngitis (including viral), tonsillitis 
b Includes: headache, tension headache, sinus headache, cervicogenic headache  
c Includes: fatigue, asthenia 
d Includes: injection site bruising, erythema, extravasation, hematoma, hemorrhage, infection, inflammation, 
irritation, pain, pruritus, reaction, swelling, warmth 
e Includes: tinea pedis, tinea cruris, body tinea, tinea versicolor, tinea manuum, tinea infection, 
onychomycosis 

 
Adverse drug reactions that occurred in < 1% but > 0.1% of subjects in the SKYRIZI group and at a higher rate 
than in the placebo group through Week 16 were folliculitis and urticaria. 
Specific Adverse Drug Reactions
Infections
In the first 16 weeks, infections occurred in 22.1% of the SKYRIZI group (90.8 events per 100 subject-
years) compared to 14.7% of the placebo group (56.5 events per 100 subject-years) and did not lead to 
discontinuation of SKYRIZI. The rates of serious infections for the SKYRIZI group and the placebo group  
were ≤0.4%. Serious infections in the SKYRIZI group included cellulitis, osteomyelitis, sepsis and herpes 
zoster. In ULTIMMA-1 and ULTIMMA-2, through Week 52, the rate of infections (73.9 events per 100 subject-
years) was similar to the rate observed during the first 16 weeks of treatment. 

Safety through Week 52
Through Week 52, no new adverse reactions were identified and the rates of the adverse reactions were 
similar to those observed during the first 16 weeks of treatment. During this period, serious infections that led 
to study discontinuation included pneumonia. 
Immunogenicity
As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is 
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody 
(including neutralizing antibody) positivity in an assay may be influenced by several factors including assay 
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. 
For these reasons, comparison of the incidence of antibodies in the studies described below with the incidence 
of antibodies in other studies or to other products, including other risankizumab products, may be misleading. 
By Week 52, approximately 24% (263/1079) of subjects treated with SKYRIZI at the recommended dose 
developed antibodies to risankizumab-rzaa. Of the subjects who developed antibodies to risankizumab-rzaa,  
approximately 57% (14% of all subjects treated with SKYRIZI) had antibodies that were classified as 
neutralizing. Higher antibody titers in approximately 1% of subjects treated with SKYRIZI were associated  
with lower risankizumab-rzaa concentrations and reduced clinical response. 

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 insufficient to evaluate a drug associated risk 
of major birth defects, miscarriage, or adverse maternal or fetal outcome. Human IgG is known to cross the 
placental barrier; therefore, SKYRIZI may be transmitted from the mother to the developing fetus. 
In an enhanced pre- and post-natal developmental toxicity study, pregnant cynomolgus monkeys were 
administered subcutaneous doses of 5 and 50 mg/kg risankizumab-rzaa once weekly during the period of 
organogenesis up to parturition. At the 50 mg/kg dose [20 times the maximum recommended human dose 
(MRHD); 2.5 mg/kg based on administration of a 150 mg dose to a 60 kg individual], increased fetal/infant  
loss was noted in pregnant monkeys (see Data). No risankizumab-rzaa-related effects on functional or 
immunological development were observed in infant monkeys from birth through 6 months of age. The clinical 
significance of these findings for humans is unknown. 
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The 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 identified as 50 mg/kg (20 times the MRHD, based on mg/kg comparison) and the NOAEL 
for developmental toxicity was identified as 5 mg/kg (2 times the MRHD, based on mg/kg comparison). In the 
infants, mean serum concentrations increased in a dose-dependent manner and were approximately 17-86% 
of the respective maternal concentrations. Following delivery, most adult female cynomolgus monkeys and all 
infants from the risankizumab-rzaa-treated groups had measurable serum concentrations of risankizumab-
rzaa up to 91 days postpartum. Serum concentrations were below detectable levels at 180 days postpartum. 
Lactation
Risk Summary
There are no data on the presence of risankizumab-rzaa in human milk, the effects on the breastfed infant, 
or the effects on milk production. Maternal IgG is known to be present in human milk. The developmental and 
health benefits of breastfeeding should be considered along with the mother’s clinical need for SKYRIZI and 
any potential adverse effects on the breastfed infant from SKYRIZI or from the underlying maternal condition. 
Pediatric Use
The safety and efficacy of SKYRIZI in pediatric patients less than 18 years of age have not yet been established. 
Geriatric Use
Of the 2234 subjects with plaque psoriasis exposed to SKYRIZI, 243 subjects were 65 years or older and 24 
subjects were 75 years or older. No overall differences in risankizumab-rzaa exposure, safety or effectiveness 
were observed between older and younger subjects who received SKYRIZI. However, the number of subjects 
aged 65 years and older was not sufficient to determine whether they respond differently from younger 
subjects. 

OVERDOSAGE
In the event of overdosage, monitor the patient for any signs or symptoms of adverse reactions and administer 
appropriate symptomatic treatment immediately. 

NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity and mutagenicity studies have not been conducted with SKYRIZI. 
No effects on male fertility parameters were observed in sexually mature male cynomolgus monkeys 
subcutaneously treated with 50 mg/kg risankizumab-rzaa (at 20 times the clinical exposure at the MRHD, 
based on mg/kg comparison) once weekly for 26 weeks. 
 

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 benefits and risks of SKYRIZI. 
Infections
Inform patients that SKYRIZI may lower the ability of their immune system to fight infections. Instruct patients 
of the importance of communicating any history of infections to the healthcare provider and contacting their 
healthcare provider if they develop any symptoms of an infection [see Warnings and Precautions]. 
Administration Instruction
Instruct patients or caregivers to perform the first self-injected dose under the supervision and guidance of a 
qualified healthcare professional for training in preparation and administration of SKYRIZI, including choosing 
anatomical sites for administration, and proper subcutaneous injection technique. 
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 registered trademark of AbbVie Biotechnology Ltd. 
© 2019-2020 AbbVie Inc. 
Ref: 20063596-R1  Revised March, 2020
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Infections
ILUMYA™ may increase the risk of infection. Treatment with ILUMYA™ should 
not be initiated in patients with a clinically important active infection until 
the infection resolves or is adequately treated.

Consider the risks and benefi ts of treatment prior to prescribing ILUMYA™ in patients with a chronic infection or a history of recurrent infection. Instruct 
patients receiving ILUMYA™ to seek medical help if signs or symptoms of clinically important chronic or acute infection occur. If a patient develops a 
clinically important or serious infection, or is not responding to standard therapy, closely monitor and consider discontinuation of ILUMYA™ until the 
infection resolves. 

Pretreatment Evaluation for Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with ILUMYA™. Do not administer ILUMYA™ to patients with active TB 
infection. Initiate treatment of latent TB prior to administering ILUMYA™. Consider anti-TB therapy prior to initiation of ILUMYA™ in patients with a 
past history of latent or active TB in whom an adequate course of treatment cannot be confi rmed. Patients receiving ILUMYA™ should be monitored 
closely for signs and symptoms of active TB during and after treatment.

Immunizations
Prior to initiating therapy with ILUMYA™, consider completion of all age-appropriate immunizations according to current immunization guidelines. 
Patients treated with ILUMYA™ should not receive live vaccines. 

Adverse Reactions
The most common (≥1%) adverse reactions associated with ILUMYA™ treatment that were more frequent than in the placebo 
group are upper respiratory infections, injection-site reactions, and diarrhea.

Please see Brief Summary of Full Prescribing Information on the next page or visit ILUMYApro.com.
IMPORTANT SAFETY INFORMATION 
CONTRAINDICATIONS

ILUMYA™ is contraindicated in patients with a previous serious hypersensitivity reaction to tildrakizumab or to any of the excipients.

WARNINGS AND PRECAUTIONS

Hypersensitivity
Cases of angioedema and urticaria occurred in ILUMYA™-treated subjects in clinical trials. If a serious allergic reaction occurs, 
discontinue ILUMYA™ immediately and initiate appropriate therapy.

References: 1. Thaçi D, Iversen L, Pau-Charles I, et al. Long-term e�  cacy and safety of tildrakizumab in patients with moderate-to-severe psoriasis who were responders at week 28: 
pooled analysis through 3 years (148 weeks) from reSURFACE 1 and reSURFACE 2 phase 3 trials. Paper presented at: 27th Congress of the European Academy of Dermatology and 
Venereology (EADV); September 12-16, 2018; Paris, France. 2. ILUMYA™ [package insert]. Princeton, NJ: Sun Pharmaceuticals, Inc. 3. Data on File. Sun Pharmaceutical Industries, Inc. 
4. Tyring SK, Spelman L, Igarashi A, et al. E�  cacy and safety of long-term tildrakizumab for plaque psoriasis: 3-year results from reSURFACE 1. Poster presented at: American Academy 
of Dermatology Annual Meeting; March 1-5, 2019; Washington DC. 5. Gooderham M, Papp KA, Blauvelt, A, et al. E�  cacy and safety of long-term tildrakizumab for plaque psoriasis: 
3-year results from reSURFACE 2. Poster presented at: American Academy of Dermatology Annual Meeting; March 1-5, 2019; Washington DC.

* From a post hoc pooled analysis extension study of reSURFACE 1 and 2. No imputation of missing data.
† From the placebo-controlled period of the trial: Weeks 0–12.
‡  AEs of interest include: Serious infections, malignancies, non-melanoma skin cancer, melanoma, extended MACE, deaths, injection site reactions, and drug-related hypersensitivity AEs.
  All results based on the recommended 100 mg dose of ILUMYA™. 
 AE=adverse event; MACE=major adverse cardiovascular events; PASI=Psoriasis Area and Severity Index; PGA=Physician Global Assessment.

in an as-observed analysis1*

MAINTAINED PASI 75

Based on responders at Week 28 who participated 
in the extension study (reSURFACE 1 and 2)

THROUGH WEEK 148

Placebo

54%
Placebo

2%
ILUMYA™

48%
ILUMYA™

1%

    Through Week 148, ILUMYA™ was well-tolerated with a low rate of adverse events of interest1‡

       ILUMYA™ may increase the risk of infection2

    The most common (≥1%) adverse reactions associated with ILUMYA™ treatment that were more frequent 
than in the placebo group are upper respiratory infections, injection-site reactions, and diarrhea2

Only 3.4% and 2.3% of patients who entered 
the extension studies discontinued due  
to singular-event AEs (reSURFACE 1 and 
reSURFACE 2, respectively).4,5

Co-primary endpoints: PASI 75 and PGA 0/1 with at least a 2-point improvement, both at Week 122

   After 2 doses, by Week 12, 64% and 61% achieved PASI 75 (reSURFACE 1 and reSURFACE 2, respectively)
–  vs placebo: 6% (reSURFACE 1) and 6% (reSURFACE 2)

   After 2 doses, by Week 12, 58% and 55% achieved PGA 0/1 (reSURFACE 1 and reSURFACE 2, respectively)
–  vs placebo: 7% (reSURFACE 1) and 4% (reSURFACE 2)

reSURFACE 1 and 2 were Phase 3, double-blind, placebo-controlled trials of ILUMYA™ given at Weeks 0, 4, and every 12 weeks thereafter. Patients in reSURFACE 1 (N=463) and reSURFACE 2 
(N=463) with moderate-to-severe plaque psoriasis who were candidates for phototherapy or systemic therapy were randomized to ILUMYA™ 100 mg or placebo. At Week 28, patients in reSURFACE 1 initially 
randomized to ILUMYA™ who achieved at least PASI 75 were re-randomized to either continue initial treatment or to receive placebo up to 64 weeks. The co-primary endpoints of both trials were: 1) the 
proportion of subjects who achieved at least PASI 75 and 2) the proportion of subjects with a PGA 0 or 1 and at least a 2-point improvement, both at Week 12. Other evaluated outcomes included PASI 
90/100 at Week 12 and PASI 75 at Week 28. reSURFACE 1 also measured maintenance of e�  cacy in responders up to Week 64.2,3

ILUMYA is a trademark of Sun Pharma Global FZE.  © 2019 SUN Dermatology, a division of Sun Pharmaceutical Industries, Inc. All rights reserved. PM-US-ILY-0748B 12/2019

Are your patients looking for a well-tolerated 
treatment they can depend on for the long haul?
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ILUMYA™ (tildrakizumab-asmn) is indicated for the treatment of adults with moderate-to-severe plaque psoriasis who are candidates 
for systemic therapy or phototherapy.
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Infections
ILUMYA™ may increase the risk of infection. Treatment with ILUMYA™ should 
not be initiated in patients with a clinically important active infection until 
the infection resolves or is adequately treated.

Consider the risks and benefi ts of treatment prior to prescribing ILUMYA™ in patients with a chronic infection or a history of recurrent infection. Instruct 
patients receiving ILUMYA™ to seek medical help if signs or symptoms of clinically important chronic or acute infection occur. If a patient develops a 
clinically important or serious infection, or is not responding to standard therapy, closely monitor and consider discontinuation of ILUMYA™ until the 
infection resolves. 

Pretreatment Evaluation for Tuberculosis
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with ILUMYA™. Do not administer ILUMYA™ to patients with active TB 
infection. Initiate treatment of latent TB prior to administering ILUMYA™. Consider anti-TB therapy prior to initiation of ILUMYA™ in patients with a 
past history of latent or active TB in whom an adequate course of treatment cannot be confi rmed. Patients receiving ILUMYA™ should be monitored 
closely for signs and symptoms of active TB during and after treatment.

Immunizations
Prior to initiating therapy with ILUMYA™, consider completion of all age-appropriate immunizations according to current immunization guidelines. 
Patients treated with ILUMYA™ should not receive live vaccines. 

Adverse Reactions
The most common (≥1%) adverse reactions associated with ILUMYA™ treatment that were more frequent than in the placebo 
group are upper respiratory infections, injection-site reactions, and diarrhea.

Please see Brief Summary of Full Prescribing Information on the next page or visit ILUMYApro.com.
IMPORTANT SAFETY INFORMATION 
CONTRAINDICATIONS

ILUMYA™ is contraindicated in patients with a previous serious hypersensitivity reaction to tildrakizumab or to any of the excipients.

WARNINGS AND PRECAUTIONS

Hypersensitivity
Cases of angioedema and urticaria occurred in ILUMYA™-treated subjects in clinical trials. If a serious allergic reaction occurs, 
discontinue ILUMYA™ immediately and initiate appropriate therapy.

References: 1. Thaçi D, Iversen L, Pau-Charles I, et al. Long-term e�  cacy and safety of tildrakizumab in patients with moderate-to-severe psoriasis who were responders at week 28: 
pooled analysis through 3 years (148 weeks) from reSURFACE 1 and reSURFACE 2 phase 3 trials. Paper presented at: 27th Congress of the European Academy of Dermatology and 
Venereology (EADV); September 12-16, 2018; Paris, France. 2. ILUMYA™ [package insert]. Princeton, NJ: Sun Pharmaceuticals, Inc. 3. Data on File. Sun Pharmaceutical Industries, Inc. 
4. Tyring SK, Spelman L, Igarashi A, et al. E�  cacy and safety of long-term tildrakizumab for plaque psoriasis: 3-year results from reSURFACE 1. Poster presented at: American Academy 
of Dermatology Annual Meeting; March 1-5, 2019; Washington DC. 5. Gooderham M, Papp KA, Blauvelt, A, et al. E�  cacy and safety of long-term tildrakizumab for plaque psoriasis: 
3-year results from reSURFACE 2. Poster presented at: American Academy of Dermatology Annual Meeting; March 1-5, 2019; Washington DC.

* From a post hoc pooled analysis extension study of reSURFACE 1 and 2. No imputation of missing data.
† From the placebo-controlled period of the trial: Weeks 0–12.
‡  AEs of interest include: Serious infections, malignancies, non-melanoma skin cancer, melanoma, extended MACE, deaths, injection site reactions, and drug-related hypersensitivity AEs.
  All results based on the recommended 100 mg dose of ILUMYA™. 
 AE=adverse event; MACE=major adverse cardiovascular events; PASI=Psoriasis Area and Severity Index; PGA=Physician Global Assessment.

in an as-observed analysis1*

MAINTAINED PASI 75

Based on responders at Week 28 who participated 
in the extension study (reSURFACE 1 and 2)

THROUGH WEEK 148

Placebo

54%
Placebo

2%
ILUMYA™

48%
ILUMYA™

1%

    Through Week 148, ILUMYA™ was well-tolerated with a low rate of adverse events of interest1‡

       ILUMYA™ may increase the risk of infection2

    The most common (≥1%) adverse reactions associated with ILUMYA™ treatment that were more frequent 
than in the placebo group are upper respiratory infections, injection-site reactions, and diarrhea2

Only 3.4% and 2.3% of patients who entered 
the extension studies discontinued due  
to singular-event AEs (reSURFACE 1 and 
reSURFACE 2, respectively).4,5

Co-primary endpoints: PASI 75 and PGA 0/1 with at least a 2-point improvement, both at Week 122

   After 2 doses, by Week 12, 64% and 61% achieved PASI 75 (reSURFACE 1 and reSURFACE 2, respectively)
–  vs placebo: 6% (reSURFACE 1) and 6% (reSURFACE 2)

   After 2 doses, by Week 12, 58% and 55% achieved PGA 0/1 (reSURFACE 1 and reSURFACE 2, respectively)
–  vs placebo: 7% (reSURFACE 1) and 4% (reSURFACE 2)

reSURFACE 1 and 2 were Phase 3, double-blind, placebo-controlled trials of ILUMYA™ given at Weeks 0, 4, and every 12 weeks thereafter. Patients in reSURFACE 1 (N=463) and reSURFACE 2 
(N=463) with moderate-to-severe plaque psoriasis who were candidates for phototherapy or systemic therapy were randomized to ILUMYA™ 100 mg or placebo. At Week 28, patients in reSURFACE 1 initially 
randomized to ILUMYA™ who achieved at least PASI 75 were re-randomized to either continue initial treatment or to receive placebo up to 64 weeks. The co-primary endpoints of both trials were: 1) the 
proportion of subjects who achieved at least PASI 75 and 2) the proportion of subjects with a PGA 0 or 1 and at least a 2-point improvement, both at Week 12. Other evaluated outcomes included PASI 
90/100 at Week 12 and PASI 75 at Week 28. reSURFACE 1 also measured maintenance of e�  cacy in responders up to Week 64.2,3

ILUMYA is a trademark of Sun Pharma Global FZE.  © 2019 SUN Dermatology, a division of Sun Pharmaceutical Industries, Inc. All rights reserved. PM-US-ILY-0748B 12/2019

Are your patients looking for a well-tolerated 
treatment they can depend on for the long haul?

INDICATION

ILUMYA™ (tildrakizumab-asmn) is indicated for the treatment of adults with moderate-to-severe plaque psoriasis who are candidates 
for systemic therapy or phototherapy.
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DURABLE SAFETY PROFILE
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Brief Summary of Prescribing Information for ILUMYA™ (tildrakizumab-asmn) 
ILUMYA™ (tildrakizumab-asmn) injection, for subcutaneous use
See package insert for full Prescribing Information

INDICATIONS AND USAGE ILUMYA™ is indicated for the treatment of adults with moderate-to-
severe plaque psoriasis who are candidates for systemic therapy or phototherapy.

CONTRAINDICATIONS
ILUMYA is contraindicated in patients with a previous serious hypersensitivity reaction to 
tildrakizumab or to any of the excipients [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS
Hypersensitivity: Cases of angioedema and urticaria occurred in ILUMYA treated subjects in clinical 
trials. If a serious hypersensitivity reaction occurs, discontinue ILUMYA immediately and initiate 
appropriate therapy [see Adverse Reactions].

Infections: ILUMYA may increase the risk of infection. Although infections were slightly more 
common in the ILUMYA group (23%), the difference in frequency of infections between the ILUMYA 
group and the placebo group was less than 1% during the placebo-controlled period. However, 
subjects with active infections or a history of recurrent infections were not included in clinical trials. 
Upper respiratory infections occurred more frequently in the ILUMYA group than in the placebo 
group [see Adverse Reactions].

The rates of serious infections for the ILUMYA group and the placebo group were ≤0.3%. Treatment 
with ILUMYA should not be initiated in patients with any clinically important active infection until the 
infection resolves or is adequately treated. 

In patients with a chronic infection or a history of recurrent infection, consider the risks and 
benefits prior to prescribing ILUMYA. Instruct patients to seek medical help if signs or symptoms of 
clinically important chronic or acute infection occur. If a patient develops a clinically important or 
serious infection or is not responding to standard therapy, monitor the patient closely and consider 
discontinuation of ILUMYA until the infection resolves [see Adverse Reactions].

Pretreatment Evaluation for Tuberculosis: Evaluate patients for tuberculosis (TB) infection prior 
to initiating treatment with ILUMYA. Initiate treatment of latent TB prior to administering ILUMYA. 
In clinical trials, of 55 subjects with latent TB who were concurrently treated with ILUMYA and 
appropriate TB prophylaxis, no subjects developed active TB (during the mean follow-up of 56.5 
weeks). One other subject developed TB while receiving ILUMYA. Monitor patients for signs and 
symptoms of active TB during and after ILUMYA treatment. Consider anti-TB therapy prior to initiation 
of ILUMYA in patients with a past history of latent or active TB in whom an adequate course of 
treatment cannot be confirmed. Do not administer ILUMYA to patients with active TB infection.

Immunizations: Prior to initiating therapy with ILUMYA, consider completion of all age appropriate 
immunizations according to current immunization guidelines. Avoid the use of live vaccines in 
patients treated with ILUMYA. No data are available on the response to live or inactive vaccines.

ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in the labeling: 
Hypersensitivity Reactions [see Warnings and Precautions] 
Infections [see Warnings and Precautions]

Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of 
another drug and may not reflect the rates observed in practice. 

In clinical trials, a total of 1994 subjects with plaque psoriasis were treated with ILUMYA, of which 
1083 subjects were treated with ILUMYA 100 mg. Of these, 672 subjects were exposed for at least 12 
months, 587 for 18 months, and 469 for 24 months. 

Data from three placebo-controlled trials (Trials 1, 2, and 3) in 705 subjects (mean age 46 years, 
71% males, 81% white) were pooled to evaluate the safety of ILUMYA (100 mg administered 
subcutaneously at Weeks 0 and 4, followed by every 12 weeks [Q12W]) [see Clinical Studies]. 

Placebo-Controlled Period (Weeks 0-16 of Trial 1 and Weeks 0-12 of Trials 2 and 3)
In the placebo-controlled period of Trials 1, 2, and 3 in the 100 mg group, adverse events occurred 
in 48.2% of subjects in the ILUMYA group compared to 53.8% of subjects in the placebo group. The 
rates of serious adverse events were 1.4% in the ILUMYA group and 1.7% in the placebo group. 

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and at a higher rate in 
the ILUMYA group than in the placebo group.

Table 1: Adverse Reactions Occurring in ≥1% of Subjects in the ILUMYA Group and More 
Frequently than in the Placebo Group in the Plaque Psoriasis Trials 1, 2, and 3

Adverse Reaction ILUMYA 100 mg 
(N=705) N (%) 

Placebo  
(N=355) N (%) 

Upper respiratory 
infections*

98 (14) 41 (12) 

Injection site reactions† 24 (3) 7 (2) 

Diarrhea 13 (2) 5 (1) 

*  Upper respiratory infections include nasopharyngitis, upper respiratory tract infection, viral upper respiratory tract 
infection, and pharyngitis. 

†  Injection site reactions include injection site urticaria, pruritus, pain, reaction, erythema, inflammation, edema, 
swelling, bruising, hematoma, and hemorrhage.

During the placebo-controlled period of Trials 1, 2, and 3, adverse reactions that occurred at rates less 
than 1% but greater than 0.1% in the ILUMYA group and at a higher rate than in the placebo group 
included dizziness and pain in extremity. 

Specific Adverse Reactions
Hypersensitivity Reactions 
Cases of angioedema and urticaria occurred in ILUMYA-treated subjects in clinical trials [see Warnings 
and Precautions]. 

Infections 
Infections were slightly more common in the ILUMYA group. The difference in frequency of infections 
between the ILUMYA group (23%) and the placebo group was less than 1% during the placebo-
controlled period. The most common (≥1%) infections were upper respiratory infections. The rates of 
severe infections for the ILUMYA group and the placebo group were ≤0.3%.

Safety Through Week 52/64 
Through Week 52 (Trials 1 and 3) and Week 64 (Trial 2), no new adverse reactions were identified 
with ILUMYA use and the frequency of the adverse reactions was similar to that observed during the 
placebo-controlled period.

Immunogenicity 
As with all therapeutic proteins there is the potential for immunogenicity. The detection of antibody 
formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the 
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be 
influenced by several factors including assay methodology, sample handling, timing of sample 
collection, concomitant medications, and underlying disease. For these reasons, comparison of 
incidence of antibodies to tildrakizumab in the studies described below with the incidences of 
antibodies in other studies or to other products may be misleading. 

Up to Week 64, approximately 6.5% of subjects treated with ILUMYA 100 mg developed antibodies to 
tildrakizumab. Of the subjects who developed antibodies to tildrakizumab, approximately 40% (2.5% 
of all subjects receiving ILUMYA) had antibodies that were classified as neutralizing. Development 
of neutralizing antibodies to tildrakizumab was associated with lower serum tildrakizumab 
concentrations and reduced efficacy. 

DRUG INTERACTIONS
Live Vaccinations 
Avoid use of live vaccines in patients treated with ILUMYA [see Warnings and Precautions].

USE IN SPECIFIC POPULATIONS
Pregnancy: Risk Summary
Limited available data with ILUMYA use in pregnant women are insufficient to inform a drug 
associated risk of adverse developmental outcomes. Human IgG is known to cross the placental 
barrier; therefore, ILUMYA may be transferred from the mother to the fetus. An embryofetal 
developmental study conducted with tildrakizumab in pregnant monkeys revealed no treatment-
related effects to the developing fetus when tildrakizumab was administered subcutaneously  
during organogenesis to near parturition at doses up to 159 times the maximum recommended 
human dose (MRHD). When dosing was continued until parturition, a small increase in neonatal 
death was observed at 59 times the MRHD [see Data]. The clinical significance of this nonclinical 
finding is unknown. 

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. The 
background risk of major birth defects and miscarriage for the indicated population is unknown. In 
the U.S. general population, the estimated background risk of major birth defects and miscarriage in 
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data: Animal Data 

In an embryofetal developmental study, subcutaneous doses up to 300 mg/kg tildrakizumab were 
administered to pregnant cynomolgus monkeys once every two weeks during organogenesis to 
gestation day 118 (22 days from parturition). No maternal or embryofetal toxicities were observed at 
doses up to 300 mg/kg (159 times the MRHD of 100 mg, based on AUC comparison). Tildrakizumab 
crossed the placenta in monkeys. 

In a pre- and postnatal developmental study, subcutaneous doses up to 100 mg/kg tildrakizumab 
were administered to pregnant cynomolgus monkeys once every two weeks from gestation day 50 
to parturition. Neonatal deaths occurred in the offspring of one control monkey, two monkeys at 10 
mg/kg dose (6 times the MRHD based on AUC comparison), and four monkeys at 100 mg/kg dose (59 
times the MRHD based on AUC comparison). The clinical significance of these nonclinical findings is 
unknown. No tildrakizumab-related adverse effects were noted in the remaining infants from birth 
through 6 months of age.

Lactation: Risk Summary
There are no data on the presence of tildrakizumab in human milk, the effects on the breastfed 
infant, or the effects on milk production. Human IgG is known to be present in human milk. 
Tildrakizumab was detected in the milk of monkeys [see Data]. 

The developmental and health benefits of breastfeeding should be considered along with the 
mother’s clinical need for ILUMYA and any potential adverse effects on the breastfed child from 
ILUMYA or from the underlying maternal condition.

Pediatric Use: Safety and effectiveness of ILUMYA in pediatric patients (<18 years of age) have not 
been established.

Geriatric Use: A total of 1083 subjects were exposed to ILUMYA 100 mg during Phase 2 and 3 trials. 
A total of 92 subjects were 65 years or older, and 17 subjects were 75 years or older. Although no 
differences in safety or efficacy were observed between older and younger subjects, the number 
of subjects aged 65 and over is not sufficient to determine whether they respond differently from 
younger subjects.

OVERDOSAGE: In the event of overdosage, monitor the patient for any signs or symptoms of 
adverse reactions and administer appropriate symptomatic treatment immediately.

PATIENT COUNSELING INFORMATION: Advise the patient and/or caregiver to read the FDA-
approved patient labeling (Medication Guide). 

Instruct patients and/or caregivers to read the Medication Guide before starting ILUMYA therapy 
and to reread the Medication Guide each time the prescription is renewed. Advise patients of the 
potential benefits and risks of ILUMYA. 

Hypersensitivity
Advise patients to seek immediate medical attention if they experience any symptoms of serious 
hypersensitivity reactions [see Warnings and Precautions]. 

Infections
Instruct patients of the importance of communicating any history of infections to the doctor and 
contacting their doctor if they develop any symptoms of infection [see Warnings and Precautions].

Manufactured by: Sun Pharma Global FZE, Inc.
Sharjah, U.A.E. U.S. License No. 2092
Distributed by: Sun Pharmaceutical Industries, Inc., Cranbury, NJ 08512
© 2018 Sun Pharma Global FZE.  All rights reserved. 
PLR-00015
RX ONLY
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point of view 11

Private equity has ... provided 
a business model with demonstrated 
success that we should now adopt.”

A new business model for dermatology

D ermatology has always been a 
fascinating, fun area of medical 
practice. So much so, that every-
one wants a piece of the action. 

Dermatology is unique in that it encom-
passes patients of both sexes of all ages who 
are in need of medical, surgical and/or aes-
thetic services.

Income is derived from the government, 
private insurance and patient cash pay. No 
other � eld of medicine has such diversity in 
scope or income. These observations caught 
the attention of big business that spotted 
an opportunity to make some quick money 
through investment. Hence, the current 
expanding trend for purchase of established 
dermatology practices to undergo consolida-
tion into large conglomerates controlled by 
private equity.

With a � ve-year horizon based not on 
patient care or the practice needs of phy-
sicians, the goal of this consolidation is to 
make money for big business at the expense 
of all else. The pro� ts that are made for 
investors are the income the dermatolo-
gist generated and used to take home. This 
potentially leaves control of dermatology in 
the hands of businessmen who are keeping 
an eye on the bottom line and know little 
about the practice of medicine, except that it 
makes money.

However, I believe the battle for control 
of dermatology is not yet over. There is still 
time to preserve the joy of independent pri-

vate practice that has been the 
hallmark of my medical career, 
but the opportunity is rapidly 
disappearing. I would like to 
propose an alternative model 
for dermatology practice that 
I believe would preserve physi-
cian autonomy, income and job 
satisfaction.

I think private equity has nicely 
provided a business model with demon-
strated success that we should now adopt.

A nonpro� t corporation should be set 
up as the new business framework. The 
nonpro� t status is important, as demon-
strated by the business model used by 
Blue Cross Blue Shield insurance that has 
allowed them to become a dominant force 
in health insurance by becoming more prof-
itable due to their tax-free status. Dermatol-
ogists throughout the United States would 
join their practices to regional groups, much 
like the current status of private equity 
groups to avoid FTC issues. These groups 
would be part of the nonpro� t corporation, 
which would need to be structured carefully 
to avoid a monopoly. U.S. board-certi� ed 
licensed dermatologists would hold stock in 
the new corporation based on their practice 
value with additional stock purchase both 
possible and encouraged. Twenty percent of 
practice income would be shared and 80% 
would be based on productivity. This would 
provide for investment in areas where der-

matology growth was necessary 
to generate additional � nancial 
returns that would be shared 
by all stockholders.

All of the best private 
equity ideas could be incor-

porated, but the di� erence 
is the dermatologists are the 

investors, not someone making 
money on the back of dermatologists. 

Further, young dermatologists, mid-career 
dermatologists, late-career dermatologists, 
and retiring dermatologists all would bene� t 
from job and economic satisfaction. 

It would be a private equity fund 
directed by and for dermatologists with a 
strong dedication to preservation of the spe-
cialty and philanthropy. In time, a research 
arm could be instituted where new technolo-
gies could be developed and patented by the 
dermatology private equity nonpro� t and 
then introduced into practices that are mem-
bers throughout the United States. Patents 
would be shared between the inventor der-
matologist and the corporation.

Dermatologists are some of the brightest 
and most entrepreneurial of all physicians. 
We can do better than to sell the future of 
our specialty to business investors. We can 
be business investors! We can set up our 
own private equity � rm and maintain con-
trol of our specialty. I believe it is possible. 
What do you think? 

by ZOE DIANA DRAELOS, M.D.

Dr. Draelos is a consulting professor of dermatology, 
Duke University School of Medicine, Durham, N.C.
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QOn a limited calorie diet, how 
can patients get all the antioxidants 
they need?
One of the current diet challenges 
a� ecting the United States is the 
consumption of too many calories 
and not enough antioxidants. 
This makes it challenging to 
get adequate antioxidants while 
minimizing caloric consump-
tion, but it can be accomplished. 

One half-cup of dried blueber-
ries contains 13,427 antioxi-
dants, including anthocyanidin and 
quercetin. 
One raw apple with skin contains 8,000 
phytochemicals. 
One slice of watermelon provides the 
daily allowance of lycopene. 
One-half avocado provides the daily 
allowance of lutein/zeaxanthin, which are 
important water-soluble antioxidants. 
All of these foods are low calorie and 

widely available year-round in the United 
States.

QDo patients need mineral 
supplementation for great skin?
Most minerals in the diet come from the soil in 

which plants are grown. If the soil is min-
eral depleted, so will the foods. A very 

important mineral antioxidant is 
selenium obtained from wheat 
grown in the selenium-rich soil of 
the Midwestern United States.

However, new growing tech-
nique and genetically modi-

� ed wheat with smaller stalks and 
larger grain heads is depleting the 

soil. An excellent source of selenium is 
one Brazil nut daily. Zinc and calcium are nec-
essary for matrix metalloproteinase (MMP) 
functioning. Calcium can be easily obtained 
from milk products while two prunes daily will 
provide su�  cient zinc. 

Special skin mineral supplementation is not 
necessary as long as patients make educated 
dietary choices. 

12

The RDA is the minimum dietary 
requirements, not the optimal diet for health.”

How to eat for healthy skin

QHow do I tell patients 
to eat for healthy skin?
What constitutes a healthy diet has to be one 
of the greatest enigmas in medicine. Food is 
more abundant in the United States than ever; 
yet diet-related disease is rampant as evidenced 
by the dramatic increase in obesity. An attempt 
at understanding nutrition developed during 
WWII was named the recommended daily 
allowance (RDA), which is still found on food 
packaging today. The � rst RDA was accepted in 
1941 to establish the minimal nutrition needs for 
military troops with revisions occurring every 
� ve to 10 years. However, the RDA is the mini-
mum dietary requirements, not the optimal diet 
for health. As a matter of fact, the lack of con-
trolled trials as it relates to diet was recognized at 
the 2007 meeting.

It is well recognized that certain nutrients 
are essential for skin health. These include Vita-
mins A, C, and E. It has also been suggested 
that these nutrients are best consumed as foods, 
rather than supplement pills. What foods should 
be recommended? 

Vitamin A is an antioxidant necessary for gene 
transcription and immune function that can 
be obtained by eating 2/3 cup of carrots daily. 
Vitamin C, necessary for collagen production 
and immune function, is a water-soluble anti-
oxidant best consumed by eating one raw 
tomato daily. 
Vitamin E, the fat-soluble skin antioxidant, 
can be obtained by eating one-half avocado 
daily. 
These are easy dietary recommendations that 

can be shared with the patient who wants to get 
plenty of “skin vitamins” daily.

cosmetic conundrums
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Biologic guidelines help providers choose

Comorbidities require robust dialogue

Popularity of oral treatments remains consistent
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Popularity of oral treatments remains consistent
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+ Biologic guidelines help providers choose

+ Comorbidities require robust dialogue
+ The rise of NB-UVB, targeted and home therapies

+ Popularity of oral treatments remains consistent

+ Management pearls for kids

TodayRevised guidelines offer direction  on tailoring treatments  to each patient

A  S U P P L E M E N T  T O

by ZOE DIANA DRAELOS, M.D.

Dr. Draelos is a consulting professor of dermatology, 
Duke University School of Medicine, Durham, N.C.
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Dr. Joe’s patients are in a euphoric post-
COVID-19 quarantine mood, and they are 
all returning for aesthetic treatments. Before 
the pandemic, Dr. Joe acquired a new laser. 
Because he is conscientious, he included 
a clause in his laser purchase contract that 
provided that laser expert Dr. Doe would 
come to Dr. Joe’s o�  ce to help him with 
his � rst day of treatment. Dr. Joe had three 
patients scheduled for his � rst day. He had 
told all three patients that world-renowned 
laser expert Dr. Doe would be assisting 
with the treatments. 

One of the three patients was very anx-
ious and scheduled the treatment only 
because Dr. Doe would be assisting. In 
addition, because of this patient’s anxiety, 
each of the three patients signed a general 
consent form that stipulated their agreement 
to undergo the procedure by Dr. Joe.

Unfortunately, on the actual day of 
treatment, Dr. Doe had to cancel his visit 
because he was made aware that several 
of his own employees had tested positive 
for COVID-19. Dr. Joe treated the three 
patients alone, and there were no compli-

cations. However, soon after the proce-
dure date, the anxious patient learned that 
the new procedure was performed solely by 
Dr. Joe. This caused him great distress. He 
sued Dr. Joe for battery. 

The basis of the suit was that although 
no untoward event happened during the 
procedure (malpractice), a procedure was 
performed on him for which he never pro-
vided consent. The plainti�  expected Dr. 
Doe to be present during the procedure.

Dr. Joe has now determined that a law-
suit based in battery is not be covered by 
his medical malpractice insurance. He has 
conceded that the patient had been told that 
the procedure would be performed by both 
he and Dr. Doe. However, he cannot under-
stand how a battery cause of action could 
proceed against him. He knows that such 
a lawsuit against him, if successful, could 
cause him to lose his medical license even 
though no untoward event occurred. Can 
the di�  culties related to COVID-19 be an 
excuse?

Many legal cases have now examined 
the issue of whether a plainti�  can recover 
for the substitution of a healthcare provider 

DermatologyTimes®AUGUST 2020

14 legal eagle

The patient chose to sue on a 
theory of battery … based solely 
on a procedure being performed 
without the patient’s consent.”

Is COVID-19 a defense to a battery charge?

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.

Dr. Joe acquired a new laser prior to the pandemic. 
Three patients are scheduled for treatment during 
which he had told them a laser expert would be 
present. The laser expert deferred due to COVID-19. 
After carrying out the procedures alone, one patient 
sues for battery, though there were no adverse 
events. Is this battery? Can Dr. Joe use COVID-19 
challenges as a defense?

Every disease seen in the practice of dermatology has 
new therapies, or even cures, awaiting development—
that’s why the work of the DF is so important.

The Dermatology Foundation Funds 
Research with the Greatest Potential 

to Lead to Advances in Patient Care.

Thanks to our members and supporters over the last 56 years, we have:

Deepened the understanding of diseases and conditions including psoriasis, 
atopic dermatitis, inflammatory dermatoses, and autoimmune skin disorders.

Developed innovations including topical therapies for skin cancer, outcomes 
research, and biologic therapies.

Kept talented emerging researchers working in our field by supporting 
their work at critical points where private funding was key to their continued 
success.

The innovations your patients need are waiting to be developed. 
They begin today, with you. Join the DF today and help shape the 
future of dermatology—for patients everywhere.

S H A P I N G  T H E  F U T U R E  O F  D E R MATO LO G Y

Find us on Facebook

dermatologyfoundation.org

The Dermatology Foundation is a 501(c)3 charitable organization.
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absent actual harm. In a well-known New 
Jersey case, a patient consented to undergo 
spinal fusion by his physician knowing that 
the procedure would be performed by both 
his doctor and another world-renowned sur-
geon who would be spending the day with 
his doctor. 

On the day of the procedure, the famous 
physician was not available. His physician 
substituted an associate to help him with 
the surgery. The signed consent form never 
stipulated that the procedure was to take 
place under the guidance of the famous sur-
geon. Unfortunately, there were numerous 
post-operative complications, none of which 
led to any permanent injury. 

The patient chose to sue on a the-
ory of battery and not medical malprac-
tice based on negligence. Negligence would 
have required proving damages. The bat-
tery cause of action could be brought absent 
any injury. It was based solely on a proce-
dure being performed without the patient’s 
consent.

The New Jersey court looked at cases 
based on a lack of informed consent and 
noted that in order to be successful, the 
patient must prove that the doctor withheld 
pertinent medical information concerning 
the risks of the procedure, the alternatives, 
or the potential results if the procedure or 
treatment was not undertaken. 

The suing plainti�  must also prove 
causation, which requires a showing by the 
plainti�  that a reasonably prudent person in 
the plainti� ’s position would have declined 
to undergo the treatment if informed of the 
risks that the defendant doctor failed to dis-
close. Thus, the court required damages for 
informed consent lawsuits, much like it did 
for negligence lawsuits.

True battery, based on a lack of 
informed consent, was reserved solely on 
those instances where the patient consented 
to one type of operation, but the physician 
performed a substantially di� erent one from 
that for which authorization was obtained 
— or where no consent was obtained

The New Jersey court assumed that the 
surgeon had made the promise of having 
the expert surgeon present — even though 
this was not contained in the signed consent 
form.  The suing plainti� , in fact, had con-
sented to the surgery and to his physician 
performing that surgery. The court found 
that there was no evidence that the surgeon 
had deviated from the standard of care. The 
plainti�  had also su� ered no harm. 

Since this claim was based on informed 
consent, and not medical battery, the plain-
ti�  was entitled to nothing.

Similarly, Dr. Joe had obtained con-
sent from his patients for the new laser pro-
cedure. The procedures were performed 
without complication. There is no basis 
for a medical malpractice claim based on 
informed consent there was also no basis for 
a suit based in battery. A COVID-19-related 
defense is not required. 

legal eagle

Every disease seen in the practice of dermatology has 
new therapies, or even cures, awaiting development—
that’s why the work of the DF is so important.

The Dermatology Foundation Funds 
Research with the Greatest Potential 

to Lead to Advances in Patient Care.
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Deepened the understanding of diseases and conditions including psoriasis, 
atopic dermatitis, inflammatory dermatoses, and autoimmune skin disorders.

Developed innovations including topical therapies for skin cancer, outcomes 
research, and biologic therapies.

Kept talented emerging researchers working in our field by supporting 
their work at critical points where private funding was key to their continued 
success.

The innovations your patients need are waiting to be developed. 
They begin today, with you. Join the DF today and help shape the 
future of dermatology—for patients everywhere.
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The Dermatology Foundation is a 501(c)3 charitable organization.
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No added benefit 
combining CaHA, HIFU 

Patients treated with CaHA 
significantly improved from baseline 
wrinkles and skin texture compared 
with those who received placebo.

A recent study shows CaHA injections and HIFU are 
each effective as monotherapy for improving the 
appearance of acne scar lesions; however, together 
demonstrated no synergy in the final clinical outcome.

C ombination therapies are often 
employed to help achieve superior 
clinical outcomes in the treatment of 
acne scars. Both calcium hydroxylap-

atite (CaHA) and high intensity focused ultra-
sound (HIFU) are effective monotherapies; how-
ever, the combination of these two modalities did 
not demonstrate any enhancement clinical effi-
cacy in terms of a synergistic treatment effect, 
according to findings from a recent study.1

Researchers assessed the safety and effi-
cacy of CaHA monotherapy and its association 
with HIFU for the treatment of moderate-to-se-
vere atrophic acne scars. The study included 20 
female patients (median age 39 years) who were 
evenly randomized to receive either 3.0-ml CaHA 
(Radiesse, Merz) treatment (0.1 ml at each injec-
tion point) or 3.0-ml normal saline solution serving 
as placebo control. After four weeks, all patients 
received 400 lines of HIFU (Hifu Finesse, Bio-
tec Italia) therapy delivered by a 10 MHz trans-
ducer at a 1.5-mm focal depth able to reach the 
deep dermis. Patients were followed-up and results 
were compared to baseline at one, three and six 
months after the first treatment.

The treatment was performed in a dou-
ble-blinded manner, as the physician performing 
injections and the patients did not know whether 
CaHA or placebo was administered. Each 
patient received a full-face treatment except for 
the upper third (forehead and eyebrows), lower 
lids and submental area. Improvement assess-

ments were made using before and after digital 
photographs and Antera 3D (Miravex), provid-
ing qualitative and quantitative analysis of wrin-
kles, texture and hemoglobin. 

No side effects were reported during the 
study, underscoring the safety of each individ-
ual treatment modality, and all patients com-
pleted the study. Results showed that at one 
month, patients treated with CaHA significantly 
improved from their baseline wrinkles and skin 
texture compared with those who received pla-
cebo. At the three and six-month follow-up, all 
patients showed significant improvement in 
their wrinkles, skin texture and hemoglobin 
when compared with baseline. Patient satisfac-
tion questionnaires (PSQ) revealed that patients 
were moderately satisfied at one month and satis-
fied at three and six months post-treatment. 

“Patients receiving CaHA monotherapy 
demonstrated a significant improvement in wrin-
kles and skin texture when compared with the 
control, but its combination with HIFU failed to 
show any difference with HIFU alone. The lack of 
apparent synergy may be explained by the fact that 
HIFU was already so effective as a monotherapy in 
regenerating dermal tissue that the adjunct of the 
CaHA was not clinically relevant,” said Antonino 
Araco, M.D., cosmetic surgeon at University Tor 
Vergata of Roma, Aesthetic Medicine Department, 
Rome, Italy, and head-author of the study.

In the placebo control group, wrinkles, skin 
texture and hemoglobin failed to improve at 
the one-month follow-up; however, there was 
improvement in these parameters at the three 

and six-month follow up time points. According 
to the PSQ, patients were not satisfied at the one-
month follow-up but were moderately satisfied at 
three and six months post-treatment. Data also 
showed that there were no differences recorded 
among the two treatment groups for any of the 
parameters assessed at the three and six-month 
follow-up time points when compared to the one-
month follow-up treatment assessment. 

The HIFU treatment regenerated collagen 
and increased vascularity of the targeted tissue 
when used as a monotherapy. Calcium hydroxy-
lapatite treatment alone has been proven effective 
as a dermal bio-stimulant and, according to Dr. 
Araco, there is rationale for its association with 
HIFU. From a scientific perspective, Dr. Araco 
says that it would be necessary to investigate this 
potential synergy with a larger cohort of patients.

“We believe that our study proves that both 
CaHA and HIFU in monotherapy are safe and 
effective treatment modalities for the improve-
ment of atrophic acne scarring. However, this is 
a preliminary study and further randomized pro-
spective studies are needed to address the study’s 
limitations and further explore such combination 
treatment approaches for acne scars,” Dr. Araco 
says. 
Disclosures: 
Dr. Araco reports no relevant disclosure.

References:
1  Araco A, Araco F. Prospective and randomized Comparative study of calcium 

hydroxylapatite versus calcium hydroxylapatite plus Hifu in treatment of mod-
erate to severe acne scars. J Cosmet Dermatol. 2020 May 9. doi: 10.1111/
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Study finds monotherapies effective for acne scarring

ILYA PETROU, M.D. | Staff Correspondent

Study demonstrates CaHA and HIFU monother-
apies are safe and effective; however, further 
investigations need to address the study’s limita-
tions and explore combination approaches.
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Researchers encourage this reporting in future 
studies to help clinicians better assess how the 
data might represent a practice population.

Many current acne clinical trials 
do not consider those patients 
already on hormone therapy.

Acne patients on concomitant hormone therapy may not 
achieve the same positive treatment outcomes for their 
acne when compared to patients not receiving hormones.

Researchers encourage 
hormone therapy reporting

M any of the current acne clinical 
trials do not consider those acne 
patients already on hormone ther-
apy in their calculus, according to 

a recent study.1 Because current treatment reg-
imens may not always have the same e�  cacy in 
clearing acne symptoms in patients with acne 
who are on hormone therapy, it begs the need for 
improving treatment guidelines for this patient 
population, researchers say.

“I see a lot of acne in my practice and in our 
gender clinic in individuals who are starting gen-
der-a�  rming hormone therapy. Some of these 
patients on hormone therapy get quite refrac-
tory acne and we are always trying to find the 
appropriate acne therapy for those who clearly 
have hormonal acne,” says Howa Yeung, M.D., 
M.Sc., assistant professor of dermatology, depart-
ment of dermatology, Emory University School of 
Medicine, Atlanta, and senior author of the study. 
“This can be very challenging sometimes because 
the current guidelines for acne are quite broad 
and presumably applicable to everyone with acne 
whether it’s of hormonal etiology or not.” 

Dr. Yeung and fellow colleagues recently 
conducted a study to examine the inclusion and 
exclusion criteria of acne clinical trials to identify 
any potential barriers to the enrollment of patients 
receiving hormone therapy. 

The researchers queried the clinicaltrials.gov
database for interventional studies from 2009-
2019 using the search term “acne”. All age groups 
and genders were included in the search. They 
analyzed the inclusion and exclusion criteria of 
acne interventions with a focus on those related 
to hormone therapy and contraception. 

Of the 86 studies that were identified and 

included in the evaluation, results showed that 
37 studies (43%) had exclusion criteria related to 
hormone therapy. Patients with medication-in-
duced acne were excluded in 10 studies (11.6%) 
and patients with hormone disorders were 
excluded in four studies (4.7%). Other exclu-
sion criteria included current use of oral contra-

ceptives (3.5%), androgen blockers (4.7%), hor-
mone-replacement therapy (2.3%), or use of any 
medication (7%). The researchers also found that 
overall, patients receiving consistent oral contra-
ceptives and/or androgen blocker therapy would 
be excluded from 15 trials (17.4%). 

According to Dr. Yeung, a lot of the hormone 
providers appear to under-recognize the impact of 
acne on patients, particularly those who are start-
ing on oral contraceptives or oral testosterone for 
some reason that is not dermatology related. 

“I believe that a large part of these patients do 
not even see a dermatologist, protracting the long-
term su� ering associated with acne. For those that 

do, they may receive acne treatments that do not 
speci� cally target the underlying hormonal cause. 
As these cases can be challenging without recog-
nizing the clear link between hormone therapy and 
acne, clinicians need to be mindful when contem-
plating treatment in these patients,” Dr. Yeung says. 

Despite the many guidelines on acne treat-
ment and management, Dr. Yeung says that there 
is a lack of high-quality data on the treatment of 
acne among patients receiving hormone therapy. 
According to Dr. Yeung, in the United States 
alone, this potentially impacts the treatment of 
acne among at least 9.1 million women using oral 
contraceptive pills in 2015-2017 and 2.3 million 
cisgender and transgender men receiving testos-
terone replacement therapy.

“I am hopeful that as more and more data is 
being built regarding what is the optimal treat-
ment for hormonal acne as well as some newer 
therapies in the pipeline that speci� cally target 
the hormonal pathogenesis of acne, hopefully 
we will have a more streamlined approach to evi-
dence-based strategies for this patient popula-
tion,” Dr. Yeung says.

As the current data regarding the best way 
to treat acne in the setting of hormone therapy 
is lacking, Dr. Yeung encourages all future acne 
clinical trials researchers to explicitly report how 
many patients are on oral contraceptives or other 
hormone therapy in the trial demographics so 
that clinicians can know how representative their 
data would be in real-life scenarios for patients 
who are on hormone therapy. 
Disclosure: 
Dr. Yeung previously received honorarium from Syneos Health. He is currently sup-
ported by the NIH Loan Repayment Program L30 AR076081.  
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1  DeGrazia TM, Rolader R, Thiboutot DM, Yeung H. Eligibility criteria related to hor-

mone therapy in acne clinical trials: a systematic review. J invest Dermatol. 2020. 
May 26;S0022-202X(20)31601-8.

“As these cases can be 
challenging without recognizing 
the clear link between hormone
therapy and acne, clinicians 
need to be mindful when 
contemplating treatment in 
these patients.”

Howa Yeung, M.D., M.Sc.
Emory University School of Medicine, Atlanta

ILYA PETROU, M.D. | Sta�  Correspondent
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I sotretinoin, while very effective for acne, is 
associated with higher odds of insomnia, 
which could be a red flag for further poten-
tial psychiatric vulnerability in the patient, 

researchers who presented data in an eposter 
during the AAD VMX Virtual Meeting Experi-
ence 2020, June 12-14.1

“I believe that psychiatric adverse reactions 
sometimes seen with isotretinoin are idiosyn-
cratic in nature,” says Madhulika A. Gupta, 
M.D., M.Sc., professor of psychiatry, department 
of psychiatry, University of Western Ontario, 
Schulich School of Medicine and Dentistry, Lon-
don, Ontario, Canada, and head author. 

“When you look at epidemiologic or clini-
cal studies, patients using isotretinoin experi-
ence overall improvement in their acne and this 
improvement is associated with positive mental 
health and improved quality of life. However, 
although in larger clinical studies acne patients 
typically report feeling a lot better after isotreti-
noin treatment, it remains very difficult to pre-
dict in which patient isotretinoin use may be asso-
ciated with these idiosyncratic neuropsychiatric 
reactions. The development of insomnia with 
isotretinoin use may prove to be a ‘biomarker’ 
for a vulnerability to develop serious psychiatric 
adverse effects with isotretinoin.” 

Dr. Gupta and fellow colleagues conducted 
a study to assess the impact of isotretinoin on 
sleep dysfunction and the potential consequences 
thereof in a group of acne patients. Researchers 
examined the U.S. Food and Drug Administra-
tion Adverse Event Reporting System (FAERS) 
database from 2004 to 2019 for the adverse event 
insomnia with the use of isotretinoin in acne 
patients, where isotretinoin was considered the 
primary suspect for the adverse event. All avail-
able generic and trade names for isotretinoin 

were used in the search, and the baseline odds of 
insomnia was calculated with the use of isotreti-
noin for the indication of acne versus all other 
acne treatments in the FAERS database. 

Of the 218,594 Individual Safety Reports 
that were identified (average patient age 23 years) 
where isotretinoin was used for the indication of 
acne and specified as a primary suspect for an 
adverse event, results showed that 1,095 Individ-
ual Safety Reports (average patient age 20 years) 
were associated with the adverse event of insomnia. 
Also, the Reporting Odds Ratio (ROR) for insom-
nia when isotretinoin was used for acne versus all 
other acne treatments was 2.19 and highly signifi-
cant (p<0.0001), reflecting higher odds for insom-
nia in this patient subgroup using isotretinoin.

“It is unusual for a young acne patient with an 
average age of late adolescence or early adulthood 
to have insomnia as a major complaint,” Dr. Gupta 
says. “Insomnia is a sign of autonomic dysregula-
tion/activation, which in turn has a high association 
with impulsive behaviors like suicide and aggres-
sion. There seems to be a link between isotretinoin 
use and insomnia; the onset of insomnia in the acne 
patient using isotretinoin may suggest a vulnerabil-
ity for other psychiatric adverse events.” 

There have been a wide range of psychiat-
ric syndromes that have been associated with 
isotretinoin such as depression, psychosis and 
suicide, among others. Insomnia is a comorbid-
ity in over 80% of psychiatric disorders, and it is 
possible that insomnia may be a particular bio-
marker that may predict vulnerability for previ-
ously idiosyncratic neuropsychiatric reactions. 

“Clinicians could try and incorporate symp-
toms of insomnia in their acne patient screen-
ing questions and during the course of treatment 
with isotretinoin. Perhaps even prior to prescrib-
ing isotretinoin, clinicians could specifically ask 
about any sleep disorders the patient may have, as 
this may be a red flag suggesting vulnerability for 

other psychiatric adverse events,” Dr. Gupta sug-
gests. “At the same time the clinician must recog-
nize that, generally, the mental health of the patient 
improves when given isotretinoin likely due to the 
significant improvement in acne symptoms.” 

Due to the concern regarding the potential for 
psychiatric adverse events with isotretinoin, clini-
cians may be hesitant to prescribe it, particularly 
in patients with a history of any psychiatric issues. 
As such, Dr. Gupta says that it is possible that 
some patients do not get the ideal treatment (i.e., 
isotretinoin) that they would really benefit from. 

“It is possible that isotretinoin may be asso-
ciated with autonomic dysregulation in some 
patients which may explain symptoms of insom-
nia. Prospective studies of insomnia and isotreti-
noin use are necessary to further evaluate this. 
The results of our study suggest that it may be 
important to communicate to the acne patient 
taking isotretinoin that insomnia may be an 
early sign that something is ‘off,’ and they should 
inform their prescribing doctor for further evalu-
ation and monitoring,” Dr. Gupta says. 
Disclosures: 
The authors report no relevant disclosures.
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Odds of the Adverse Effect of Insomnia: Results from the US FDA Adverse Events 
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The onset of insomnia as an adverse event 
in the acne patient receiving isotretinoin 
may be a “biomarker” for vulnerability of 
these reactions.

Isotretinoin has been associated with 
serious neuropsychiatric adverse events 
that may be difficult to predict prior to 
initiating treatment with isotretinoin.

Study IDs 'biomarker'  
for isotretinoin AEs  
ILYA PETROU, M.D. | Staff Correspondent
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Insomnia may predict patients vulnerable to psychiatric effects

Insomnia is a comorbidity in over 

80% of psychiatric disorders.
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D
aily topical minocycline foam appears to be safe, was well-tol-
erated and did not result in adverse events according to 
pooled data presented during the AAD VMX Virtual Meet-
ing Experience 2020, June 12-14.1

“Topical therapies such as metronida-
zole, azelaic acid and ivermectin are con-
sidered first-line therapies for papulopustu-
lar rosacea. Oral tetracyclines, specifically 
doxycycline and minocycline, are mainstays 
of treatment for moderate-to-severe disease; 
however, they are associated with significant 
systemic side effects,” writes Linda Stein 
Gold, M.D., director of dermatology clin-
ical research, Henry Ford Health System, 
Detroit, and colleagues in the poster. 

The researchers examined data from 
a pooled analysis of two identical phase 3, 
randomized, double-blind, vehicle-controlled 
studies that investigated efficacy, safety and 
tolerability of FMX103 1.5% topical mino-
cycline foam in patients with papulopustu-
lar rosacea.2 

The studies included a total of 1,521 
patients (mean age: 50 years) who were rand-
omized 2:1 to receive FMX103 1.5% or vehi-
cle once daily for 12 weeks. 

Data showed that 341 (22.4%) patients reported treatment-emergent 
adverse events (TEAE). The most frequently reported TEAEs in the 
FMX103 1.5% vs vehicle groups, respectively, included viral upper res-
piratory tract infection (2.4% vs 2.3%), upper respiratory tract infec-
tion (1.9% vs 2.5%) and headache (1.4% vs 1.9%). The majority of the 
TEAEs reported by patients were mild in severity. No differences were 
observed between the treatment groups in the incidence of TEAEs. At 
week 12, the researchers found that all facial tolerability assessments 
had higher percentages of “none” compared to baseline and trended 
toward improving scores in the FMX103 1.5% treatment group. 

For patients with moderate-to-severe papulopustular rosacea, 
FMX103 1.5% minocycline foam not only proves to be effective but 
a favorable safety profile could be maintained during the studies. As 
such, the novel foam application could represent a viable treatment 
alternative to current standard oral treatment regimens for patients 
with more advanced papulopustular rosacea disease. �
Disclosures:
Dr. Stein Gold is an advisor and investigator for Foamix, Galderma, LEO Pharma, Novartis, and Valeant and is an investigator for 
Janssen, AbbVie, and Solgel. 
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“Topical therapies such as metronidazole, azelaic acid and ivermectin 
are considered first-line therapies for papulopustular rosacea. Oral 
tetracyclines, specifically doxycycline and minocycline, are mainstays of 
treatment for moderate-to-severe disease; however, they are associated 
with significant systemic side effects.” Linda Stein Gold, M.D., and colleagues, Henry Ford Health System, Detroit

Topical minocycline 
foam safe, well-tolerated

Quick TAKES

A topical minocy-
cline foam appli-
cation appears 
effective and was 
well-tolerated 
by patients with 
moderate-to-se-
vere papulopus-
tular rosacea. 
Only 22.4% 
of patients 
reported treat-
ment-related 
adverse events, 
with the majori-
ty being mild.

Most patients 
recorded 
local tolerability 
assessments as 
none or mild at 
both baseline 
and week 12.

ILYA PETROU, M.D. | Staff Correspondent
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Through this journey you will appreciate 
the entangled relationship between our 
skin and the microbes living on and 
in it—and how that affects our lives. 
Featuring special appearances 
by a number of leading U.S. 
dermatologists, the series will 
guide the audience through the 
basics of what the skin microbiome 
actually is and why it is critical to 
the health of our skin.

Watch here:

Educational program sponsored by:

crownlaboratories.com/microbiome

DT0820_021_Crown.indd   21DT0820_021_Crown.indd   21 8/3/20   3:32 PM8/3/20   3:32 PM



A
n imbalance of the microbiome may play a role in the patho-
genesis of some subtypes of rosacea, a recent study � nds.1

While Cutibacterium appears to play a protective role in 
maintaining healthy skin, Staphylococcus and Streptococcus

appear to be factors in disease pathogenesis, 
researchers write.

Yan Wu, M.D., professor of the depart-
ment of dermatology, Peking University First 
Hospital, Peking, China, and fellow col-
leagues, presented a poster during the AAD 
VMX Virtual Meeting Experience 2020, June 
12-14. 

Their study aimed to characterize the 
di� erent microorganisms found in the skin 
microbiome of rosacea patients compared 
to those of healthy controls in the hope of 
� nding an association between the varying 
microorganism counts and the presentation 
of disease.

The composition of the skin’s microbi-
ome is understood to be crucial for homeo-
static skin immune functions, and the current 
conventional wisdom for the development of 

rosacea is that the innate immune system cannot appropriately recog-
nize the commensal organisms which live and breed naturally on the 
skin such as C. acnes, S. epidermidis, as well as Demodex folliculorum. 
The subsequent in� ammatory response to these microorganisms by 
the innate immune system results in the typical spectrum of symptoms 
seen in rosacea patients. 

In their case-control study, Dr. Wu and colleagues sought to char-
acterize the skin bacterial and fungal microbiome in di� erent subtypes 

of rosacea patients compared with those of healthy individuals. Of the 
58 participants enrolled in the study, 21 patients had erythematotel-
angiectatic rosacea, 15 had papulopustular rosacea, and 22 partici-
pants were healthy subjects who served as the control. Researchers 
extracted DNA from skin samples collected from the cheeks of study 
participants, and the 16S rRNA V3/V4 genes and internal transcribed 
spacer one region were sequenced. There were no signi� cant di� er-
ences in age and gender among the three study cohorts. 

Results showed that the alpha diversity index in the patients with 
papulopustular rosacea was elevated compared to that of healthy con-
trols. In addition, the weighted Unifrac-principal coordinates analy-
sis (Unifrac-PCoA) of bacterial microbiome revealed that the skin sam-
ples of erythematotelangiectatic and papulopustular rosacea patients 
tended to cluster but were separated from those of healthy controls. 

“Our study revealed an alteration in the burden of certain patho-
genic and protective bacteria in the facial skin microbiome of rosacea 
patients,” wrote Dr. Wu  and colleagues, in the study poster. 

Researchers found that rosacea is speci� cally associated with an 
alteration in the relative abundance of speci� c taxa. Results showed 
that at the phylum level, Actinobacteria and Firmicutis were the most 
abundant in the facial skin and compared to controls. Actinobacteria
demonstrated an obvious decreasing trend in both erythematotelangi-
ectatic and papulopustular rosacea patients. At the genera level, Cuti-
bacterium was signi� cantly decreased in rosacea patients compared 
to control subjects. Data also showed an increase in the abundance of 
Staphylococcus in those patients with papulopustular rosacea. 
Disclosure:
The authors report no relevant disclosures.
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Quick TAKES
Imbalance 
in the skin’s 
microbiome 
has been 
implicated in the 
development of 
rosacea. 

A recent study 
aimed to 
elucidate the 
association 
between 
variations 
in the skin’s 
microbiome 
and the 
development 
of rosacea 
symptoms. 
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Skin microbiome altered 
in some rosacea subtypes
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P
atients with rosacea show a less 
diverse facial skin microbiome, 
according to study results presented 
in an e-poster during the AAD VMX 

Virtual Meeting Experience 2020, June 12-14.1

Depending on the subtype, patients with 
rosacea can present with symptoms of f lush-
ing, redness, pimples, pustules, and dilated 
blood vessels typically located on the central 
face. Among factors associated with symptoms 
is a possible inflammatory reaction to the skin 
microbiome. Researchers highlighted some of 
these exacerbating factors and the importance 
of the microbiome in the treatment and manage-
ment of rosacea patients.

“What we’ve learned over the last few years 
is that rosacea is so much more than just inflam-
mation of the face, suggesting that there may be 
other types or more systemic inf lammation,” 
says Justin W. Marson, M.D., department of 
medicine, University of California at Irvine, 
Orange, Calif., and head-author of the study. 
“Past studies have already associated the dis-
ease with inf lammatory bowel disease, meta-
bolic disorders, type 1 diabetes, dementia as well 
as mixed data on systemic cardiac events such 
as heart disease. There’s more than just inflam-
mation in rosacea and what exactly drives that 
inflammation is becoming clearer.” 

Dr. Marson and fellow colleagues recently 
conducted a study during the 2017 Twins Day 
Festival in which identical and fraternal twins 
with (n=88; average age 50 years) and without 
(n=48; average age 46 years) rosacea were sur-
veyed on numerous parameters including his-
tory of rosacea as well as various environmen-
tal factors. Microbiome data was collected and 
analyzed for 16S sequences clustered into Oper-
ational Taxonomic Units (OTUs) using the 
UPARSE algorithm. Rosacea evaluation was 
made by a board-certified dermatologist, and 

the vast majority of participants with rosacea 
were assessed to have moderate to severe disease.

Results showed that individuals with rosa-
cea are more likely to currently own pets, have a 
lower Fitzpatrick score, and consume more alco-
hol than their control counterparts. Research-
ers found that although individuals with rosa-
cea demonstrated a decreased variation in 
facial cutaneous microbiome compared to con-

trol, there was no significant difference in bac-
terial load in the facial cutaneous microbiome 
or enteral microbiome between rosacea or their 
counterpart controls. 

“We found that the amounts of bacteria did 
not really differ terribly much between the peo-
ple with rosacea and the control population. 
However, it was the diversity and the variety of 
organisms that were found in the skin and to a 
lesser extent in the gut flora that was interesting,” 
Dr. Marson says.

Data showed that there was a three- to four-
fold decrease in abundance of facial cutaneous 

bacterial genera Streptococcus, Corynebacterium, 
Actinomyces, Lactococcus, Veillonella, and Chlo-
roplast in rosacea compared to control. In the 
gut microbiome, researchers found a significant 
reduction in abundance of Ruminococcaceae and 
Blautia, and a six-fold increase in Prevotellaceae 
in rosacea compared to control.

“I think that these results can almost serve 
as a proxy for healthiness regarding the micro-
biome of the skin and gut. Although much work 
still needs to be done, this data could be used 
to potentially help us determine who might be 
more prone for inflammation. If potentially hav-
ing the decreased diversity set the individual 
up for more inflammation, or vice versa where 
potentially organisms are lacking, maybe restor-
ing the balance could decrease inflammation and 
improve rosacea symptoms,” Dr. Marson says.

At present, the genesis of rosacea symptoms 
remains unclear as to whether certain organisms 
are being missed, if there are certain organisms 
that perpetuate the inflammation in the skin, or 
if the inflammation itself leads to a decrease in 
the variety of organisms. 

“Beyond an elusive probiotic pill to attempt 
to restore balance, one of the best things rosacea 
patients can do is to practice good skin hygiene, 
regularly using sunscreen and moisturizer, and 
maintain a well-balanced diet. This way, patients 
could hopefully develop a healthy and even 
microbiome inside and outside of their body,” 
Dr. Marson says. �

Disclosure:
Dr. Marson reports no relevant disclosures

Reference:
1.  Marson JW, Mouser P, Berto S, Baldwin HE. Cutaneous and Enteral Dysbiosis: A 

Rosacea Pilot Study from the Twin’s Day Festival.  
E-poster presented at AAD VMX Virtual Meeting Experience 2020 July 12-14.  
https://eposters.aad.org/posters/12762/12762.pdf

Quick TAKES
A study in twins highlights exacerbating 
factors for patients with rosacea and 
the importance of the microbiome. 

Data collected on identical and fraternal twins with and without 
rosacea, who attended the 2017 Twins Day Festival, included history of 
disease, environmental factors and microbiome data.
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Pilot study examines facial 
microbiome diversity 

“What we’ve learned over the 
last few years is that rosacea 
is so much more than just 
inflammation of the face, 
suggesting that there may be 
other types or more systemic 
inflammation.” 
Justin W. Marson, M.D.
University of California at Irvine, Orange, Calif.
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Pediatric patients with atopic dermatitis 
(AD) do not have an increased risk of 
developing malignancies after receiv-
ing topical tacrolimus therapy, accord-

ing to results from a recent study.1 These � nd-
ings may lay to rest any concern that the popu-
lar topical calcineurin inhibitor may cause can-
cer, one expert says, potentially paving the way 
for a reversal of the associated U.S. Food and 
Drug Administration (FDA) black box warning.

The topical calcineurin inhibitors including 
pimecrolimus and tacrolimus have been long 
proven as e� ective at addressing the AD symp-
toms and have become essential therapeutic tools. 
In contrast to topical corticosteroids that can be 
used for acute � ares, calcineurin inhibitors are 
often used as a long-term therapy. Because of 
the history of systemically administered tacroli-
mus for transplant patients and its association 
with malignancies, tacrolimus received a black 
box warning from the FDA due to its theoretical 
risk of increased malignancies, speci� cally lym-
phoma and nonmelanoma skin cancer.

“At the time the black box warning was put 
into e� ect almost 15 years ago, there was not clin-
ical evidence to support the concern that topical 
tacrolimus use could lead to an increase in the 
incidence of cancer and studies had suggested 
that the drug largely remained in the skin. While 
we have never personally seen a malignancy 
develop in a patient prescribed topical tacroli-
mus, it is important to have long-term data in a 
large group of prospectively studied children,” 
says Amy S. Paller, M.D., chair of the depart-
ment of dermatology and professor of pediat-
rics, Northwestern University School of Medi-
cine, Chicago. 

Dr. Paller and colleagues recently completed 
the APPLES study, "A Prospective Pediatric 
Longitudinal Evaluation to assess the long-term 
Safety of tacrolimus ointment for the treatment of 
atopic dermatitis", which examined whether top-

ical treatment with tacrolimus 0.03% or 0.% oint-
ment increases children’s long-term risk of malig-
nancy under actual-use conditions. 

The international study quanti� ed incident 
malignancies including lymphoma and other 
cancers over a 10-year period in children with 
atopic dermatitis who used topical tacrolimus 
for six or more weeks. At baseline and annually 
thereafter, patients underwent a physical exam-
ination, including skin and lymph node evalu-
ation. Atopic dermatitis severity was evaluated 
every other year. Standardized Incidence Ratios 
for cancer events were analyzed relative to sex-, 

age- and race-matched control data from national 
cancer registries. 

Of 8,071 patients who enrolled in the study, 
7,954 eligible patients at 314 sites in nine coun-
tries were included in the analysis. In total, 2,125 
(26%) patients could complete the study, includ-
ing 1,176 who completed with 10 years of fol-
low-up and 949 who were censored at study com-
pletion. Results showed that in over 44,629 per-
son-years, only six con� rmed incident cancers 
had occurred, none of which were lymphomas 
or nonmelanoma skin cancers. 

“This evidence complements other evi-
dence suggesting that there is no increased risk. 
While these results will likely make dermatolo-
gists and other practitioners even more comfort-
able with prescribing topical calcineurin inhibi-
tors for their AD patients, I hope it will convince 
the FDA to reconsider the black box warning,” 
Dr. Paller says. 

The black box warning has made it chal-
lenging for physicians to prescribe tacrolimus. 
The prescribing physician must always explain 
the black box warning to the patient, which is 
time-consuming and a di�  cult conversation, given 
that any risk of cancer for a child is frightening to 
parents. According to Dr. Paller, these results add 
an important set of 10-year data that dispute the 
theoretical risk of increased cancer incidence. 
Disclosures: 
Dr. Paller is an investigator for AbbVie, Anaptysbio, Celgene, Eli Lilly, Galderma, 
Incyte, Leo, Janssen, Novartis, Sanofi -Regeneron, and a consultant with hornorar-
ium for AbbVie, Amgen, Asana, Celgene, Dermavant, Demira, Galderma, Eli Lilly, 
Forte, LEO Pharma Inc., Menlo, Novartis, Pfi zer, Regeneron, and Sanofi -Genzyme. 
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Researchers hope new evidence will lead FDA to reconsider 
black box warning that makes it challenging for physicians to 
prescribe.

A recent study shows no increased 
risk of incidence of malignancies in 
patients using topical tacrolimus.

Calcineurin inhibitors such as tacrolim-
us are commonly used in the treatment 
of pediatric atopic dermatitis patients.

No increased cancer risk 
in children using topical
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Quick TAKES

“While these results will likely
make dermatologists and
other practitioners even more
comfortable with prescribing
topical calcineurin inhibitors for
their AD patients, I hope it will
convince the FDA to reconsider
the black box warning.”

Amy S. Paller, M.D.,
Northwestern University School of Medicine, 
Chicago.
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Like the name implies, eyelid eczema is 
fairly common among patients with 
eczema, or atopic dermatitis. But it also 
affects patients with no real history of 

skin problems and can impact quality of life sig-
nificantly, according to Peter Lio, M.D., clinical 
assistant professor of dermatology and pediat-
rics at Northwestern University Feinberg School 
of Medicine and founding partner, Medical Der-
matology Associates of Chicago.

“Doing our best to get to the root of it is impor-
tant for safe and effective therapy, but is not always 
easy,” says Dr. Lio, a Scientific Advisory Commit-
tee member of the National Eczema Association.

He likens the eyelids to the “canary in the coal 
mine.” They’re delicate and can be affected with 
signs of inf lammation and allergy when other 
areas may not, he says.  

“For example, a relatively common cause of 
eyelid eczema is allergic contact dermatitis to a cos-
metic or cleanser. In this case, one might expect 
the entire face — even the scalp when the culprit 
is a shampoo or conditioner to be involved. How-
ever, many times, it is largely limited to the eyelids. 
For our patients with atopic dermatitis, it is an even 
tougher mystery. We have to figure out if it is just 
another manifestation of their atopic dermatitis or 
if there is another issue that is complicating it.”

Dr. Lio says he has seen patients who have been 
to several different physicians, have applied ster-
oids to the eyelid area for as long as months; yet, 
they haven’t been patch tested. That’s a big concern 
given that skin in the area is so delicate, he says.

“It’s a very sensitive area with some of the thin-
nest skin on the body, so we have to be extra-care-
ful in the eyelid area. It is also very close to the 
eyes, so longer-term side effects such as cataracts 
and glaucoma are much more likely when treat-
ing in this area,” he says. 

Detective work can take time. It can be tempt-
ing to just throw some steroids at it and hope for 
the best, he says. And steroids might do the trick 
with an acute irritant dermatitis, but in the setting 
of allergic contact dermatitis, underlying eczema 
or even less-common diagnoses such as connec-
tive tissue disease, steroids are not a long-term 
solution, he says.  A careful examination, a good 

history and often patch tests to discover the root 
of the problem are required, according to Dr. Lio. 

BEST PRACTICES
Dr. Lio says his general approach is to identify 
it as “eyelid dermatitis” and explain to patients 
the goal to determine if there is an underlying 
driver of the disease. 

“I take a careful history, do a full exam to see 
if they have other suggestive lesions of eczema or 
contact dermatitis or connective tissue disease on 
the body and usually will explain patch testing. I 
then have a template for an ‘eyelid dermatitis plan’ 
that has a super gentle shampoo, conditioner, facial 
cleanser [and] moisturizer built in,” he says. 

The aim of this plan is to remove common 
allergens, such as cocamidopropyl betaine and 
fragrance. He then often uses a mild topical ster-
oid for a few days to cool things down, since mild 
steroids work quickly, reliably and usually don’t 
sting or burn. 

“Then, I will transition them to a non-steroidal 
topical such as tacrolimus, pimecrolimus or cris-
aborole,” he says. “For milder cases, this might be 
all they need. But usually I am going to have them 
schedule patch testing ASAP so that we can be sure 
there are no contactants playing a role. Even if neg-
ative, of course, there still may be allergens that we 
have not tested. But I explain we test for 80 of the 
more common ones and that helps us pick up a fair 
number without going overboard.”

AVOID TREATING AROUND EYELIDS
Prescribing potent corticosteroids or even 
milder corticosteroids over long periods is not 
safe for the eyelids, according to Dr. Lio.

Dermatologists and other providers have to 
be extra careful treating patients around the eyes. 
Dr. Lio recommends against starting with non-
steroidal topicals, as they seem much more likely 
to sting and burn. And, in his opinion, nonsteroi-
dal topicals do not work as quickly or reliably in 
this context —especially for more severe disease. 

Sometimes the very treatments used to control 
atopic dermatitis can cause eye issues. Research-
ers report of a case of an adult patient with severe 
atopic dermatitis who was prescribed dupilumab 

(Dupixent, Sanofi Genzyme and Regeneron) and 
developed blepharoconjunctivitis, published 
December 2019 in the American Journal of Oph-
thalmology Case Reports.1

Eye problems can occur with dupilumab 
use, according to Dr. Lio. It has been a tremen-
dous advance for many patients with moderate 
and severe disease, but it is not without adverse 
effects, either, he says.

“The eye issues seem to occur in around 10% 
of patients and include conjunctivitis, eye pru-
ritus, blepharitis, keratitis and dry eye. In addi-
tion, there have been reports of head and neck 
dermatitis that has developed in patients on dup-
ilumab,” he says. “These findings may or may not 
be related, but they represent a significant thera-
peutic challenge for those patients, and it can be 
refractory to treatments. Many people are work-
ing to better understand the etiopathogenesis of 
these and to find optimal treatments.”

There are many new topical and systemic 
medications in the pipeline that should greatly 
help patients with atopic dermatitis and more on 
the eyelids. Dr. Lio says that the investigational 
medications most likely to help eyelid issues will 
probably be topical drugs like topical Janus kinase 
(JAK) inhibitors, tapinarof and many others that 
could be approved within the next few years.

In the meantime, not treating, incorrectly 
treating or undertreating eyelid eczema or der-
matitis can result in significant patient suffering, 
according to Dr. Lio. 

“They rub their eyelids. They sometimes get 
infected. They can actually cause damage to their 
eyes with enough chronic rubbing. It’s pretty ter-
rible!” he says. “And I have had patients who have 
been suffering for months and even years. Eczema 
is pretty crummy anywhere, but on the eyelids I’d 
argue it’s even worse.” 
Disclosure: 
Dr. Lio has served as an investigator, speaker and advisor for Regeneron Sanofi 
Genzyme; an investigator and advisor for AbbVie and AOBiome; an advisor and 
speaker for L’Oreal, Pfizer, Pierre-Fabre, TopMD; and an advisor for Altus Labs, 
Amyris, Dermavant, Dermira, Eli Lilly, Exeltis, IntraDerm, Johnson & Johnson, 
Kiniksa, La Roche-Posay, LEO, Menlo, Micreos, Realm, Syncere, Theraplex, Unile-
ver, and Verric
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Challenges with  
treating eyelid eczema

Quick TAKES
Not treating, incorrectly treating or undertreating eyelid 
eczema can result in significant patient suffering.

Finding the root of the problem is key to safe 
and effective therapy.

27

DT0820_026-027_AtopicDerm.indd   27DT0820_026-027_AtopicDerm.indd   27 8/3/20   1:23 PM8/3/20   1:23 PM



Mount Sinai, New York, is 
a leading expert on CHE. 
She notes that the in�am-
matory skin disorder has 
an estimated prevalence of 
up to 10% and ranks as the 
leading complaint among 
patients seen in a derma-

tology practice. Importantly, there has been 
an unmet need for a good treatment to o� er 
patients with moderate-to-severe disease. 

“The pathogenesis of CHE is varied in terms 
of its immune pathways because the etiology of 
CHE is multifactorial. In some patients, CHE is 
associated with atopic dermatitis. In other indi-
viduals, CHE can be the result of an allergic or 
irritant contact dermatitis, and in these sub-
groups, CHE can persist even with avoidance of 
identi� ed triggers,” she says.

“As a combined pan-JAK/SYK inhibitor, 
gusacitinib blocks the Th1, Th2, Th17, and 
Th22 pathways and modulates immunore-

ceptor signaling in innate 
immune system cells as 
well as in keratinocytes. 
Its ability to target such a 
broad range of cytokines 
and cells suggests it 
would have activity for 
treating CHE regardless 
of its underlying cause, 
and the topline efficacy 
results from the phase 
2b trial are very encour-
aging. If they are con-
firmed with additional 
study, gusacitinib would 
be the � rst systemic med-
ication able to provide 
signi� cant bene� t to the 
large and heterogenous 

population of patients who require systemic ther-
apy to address their su� ering from CHE.”

Sandeep Gupta, Ph.D., is founder, president, 
and chief executive o�  cer of Asana Biosciences. 
He tells Dermatology Times that the protocol for 
a phase 3 study investigating gusacitinib for the 
treatment of moderate-to-severe CHE will be 
� nalized after meeting with US and European 
regulatory agency authorities. 

“We are excited by the results of this study 
and believe that gusacitinib will provide bene� t to 
all CHE patients who currently don’t have good 
and safe treatment options for this often-debilitat-
ing disease,” he says.  

STUDY DESIGN
The phase 2b trial investigating gusacitinib has 
a double-blind, dose-ranging design and total 
duration of 36 weeks. It randomized 97 patients 
1:1:1 to treatment with gusacitinib 40 mg, 
gusacitinib 80 mg, or placebo once daily for 16 
weeks. Beginning at week 16 and through week 
32, patients originally assigned to placebo are 
switched to gusacitinib 80 mg while the patients 
in the gusacitinib groups continue with their 
same treatment. Patients are returning for a � nal 
visit at week 36, four weeks after stopping their 
assigned treatment.

The study enrolled adults with CHE that was 
refractory to high potency or ultra-high potency 
topical corticosteroids. The participants had a 
mean age of approximately 45 years, the majority 
were white (~84%), and the majority of patients in 
each treatment group were judged to have severe 
CHE (54% to 63%) as defined by a Physician 
Global Assessment (PGA) score ≥4. 

Mean change from baseline to week 16 in the 
modi� ed Total Lesion Symptom Score (mTLSS) 
was assessed as the primary outcome measure. 
The mTLSS considers six key signs of CHE (ery-
thema, desquamation, vesiculae, edema, licheni-

� cation/hyperkeratosis, � ssures) plus the inten-
sity of pruritus and pain and has a possible score 
ranging from 0 (no signs or symptoms) to 21.

Mean mTLSS at baseline ranged from 13.0 
to 13.5 across the three treatment groups. In the 
primary outcome analysis, mean decrease from 
baseline mTLSS in the gusacitinib 80 mg, gusac-
itinib 40 mg, and placebo groups was 69%, 49% 
and 33%, respectively. The di� erence between 
gusacitinib 80 mg and placebo was statistically 
signi� cant. In both gusacitinib groups, the mag-
nitude of improvement in the mTLSS pruritus/
pain subscore was similar to that observed in the 
total mTLSS score. 

Gusacitinib 80 mg was also associated with 
statistical superiority compared with placebo 
in the analysis of PGA scores with the percent-
age of patients achieving a score of 0 or 1 (clear or 
almost clear) at week 16 being � vefold higher in 
the gusacitinib group.

The onset of bene� t with gusacitinib occurred 
quickly. Reductions in mTLSS and PGA scores 
that were clinically relevant and statistically sig-
ni� cant were already achieved at the follow-up 
visit four weeks after treatment randomization. 

The safety data showed that the most com-
mon treatment-emergent adverse events in the 
gusacitinib groups were upper respiratory tract 
infection, headache, nausea, and nasopharyngi-
tis. There were no cases of pulmonary embolism, 
opportunistic infections, malignancies, major 
adverse cardiovascular events, or deaths. 

Dr. Guttman-Yassky says, “The favorable 
safety demonstrated by gusacitinib so far in the 
phase 2b study of patients with CHE is consistent 
with data reported for it in previous clinical trials 
that investigated it as a treatment for atopic der-
matitis and various types of cance r.” 
Disclosure: 
Dr. Guttman-Yassky is a scientifi c advisory board member for Asana. 

 Gusacitinib promising for chronic hand eczema FROM PAGE 1
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Quick TAKES
Gusacitinib, 
an investiga-
tional oral 
janus kinase/
spleen tyrosine 
kinase inhibitor, 
demonstrated 
statistical superi-
ority compared 
with placebo 
for improving 
chronic hand 
eczema in a 
phase 2b study.

The onset of 
benefi t oc-
curred quickly, 
and gusacitinib 
had a favorable 
safety profi le.

Dr. Guttman-Yassky
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With newer biologic drugs for pso-
riasis generally o� ering excellent 
and near-equivalent e�  cacy, an 
expert says, choosing the best 

drug for a particular patient requires consider-
ing additional factors.

“In the old days,” says George Han, M.D., Ph.D., 
“you could say ustekinumab (Stelara, Janssen) works 
better than etanercept (Enbrel, Amgen), and ixeki-
zumab (Taltz, Lilly) works better than ustekinumab. 
There were bigger differences stratifying the medi-
cations, so you might make your choice based on effi-
cacy as the main factor. But nowadays that isn’t so true 
anymore.” He is system medical director and chief of 
teledermatology for Mount Sinai Health System and 
assistant professor of dermatology at the Icahn School 
of Medicine at Mount Sinai.

With newer biologics consistently posting Pso-
riasis Area and Severity Index (PASI) improve-
ments greater than 90% in pivotal trials, says Dr. 
Han, dermatologists need to consider additional 
factors such as speed of onset, durability, safety, 
patient comorbidities and dosing regimens. 

Real-world comparative studies consistently 
show that ustekinumab response lasts longer than 
that of TNF inhibitors. Based partly on usteki-
numab data, he adds, many dermatologists expect 
the interleukin (IL)-23 blockers guselkumab 
(Tremfya, Janssen), tildrakizumab (Ilumya, Sun 
Pharma) and risankizumab (Skyrizi, Abbvie) to 
perform well long-term, although these drugs do 
not yet have the long track record of ustekinumab.

“Among TNF alpha inhibitors, it appears to 
be adalimumab (Enbrel, Amgen), then in� iximab 
(Remicade, Janssen), then etanercept as the least 
likely to have long-term continuation on the treat-
ment,” he says. 

In a comparison against ustekinumab and 
TNF inhibitors published in the February 2018
British Journal of Dermatology, secukinumab 
(Cosentyx, Novartis) fared worst.1

“It is important to note, however, that this is 
just one study cohort, and many factors impact 
real-world efficacy and durability of biologics,” 
Dr. Han adds.

Regarding long-term safety, says Dr. Han, 
TNF inhibitors are generally believed to be more 
immunosuppressive than newer medications. 

“That’s especially relevant right now as every-
body’s thinking about infectious risk,” he says. 
“Ustekinumab, IL-17 inhibitors and IL-23 inhib-
itors all look better than the TNF alpha inhibitors 
from a safety standpoint.”

It is well-known that IL-17 inhibition can 
worsen in� ammatory bowel disease (IBD). 

“It seems to be primarily IL-17A that drives 
the negative e� ects. Inhibiting IL-17A seems to 
knock out this regulatory function of IL-17 in the 
gut, which may worsen IBD,” he says.

With newer medications, though, even more 

nuanced di� erences between the same drug class 
could be teased out, says Dr. Han. A mouse study 
published in the June 2018 Nature Immunology
showed that suppressing IL-17F could help IBD.2

“Consistently, blocking IL-17A in this ani-
mal model worsened IBD, while blocking IL-17F 
ameliorated it. Furthermore, when researchers 
blocked both IL-17A and F, it was helpful — it 
seemed that the function of IL-17F predominates 
over IL-17A,” Dr. Han says. “This is particularly 
relevant because a new dual inhibitor of IL-17A 
and F is coming to the market soon.” 

Similarly, he says, blocking IL-23 is likely to 
help IBD as early phase trials of IL-23 inhibitors 
have shown promise.

Brodalumab (Siliq, Ortho Dermatologics) and 
ixekizumab provide the quickest response — PASI 
50 in under two weeks. For patients with psoriatic 
arthritis (PsA), most dermatologists choose TNF 
inhibitors or IL-17 inhibitors. Guselkumab phase 
3 data – the � rst released for an IL-23 inhibitor – are 
also fairly impressive in this regard, adds Dr. Han, 
who expects this drug to earn PsA approval soon. 
Disclosure:
Dr. Han has received research funds (grants paid to Mount Sinai) from and/or been 
a consultant for AbbVie, Athenex, Boehringer Ingelheim, Bond Avillion, Bristol-My-
ers Squibb, Celgene, Eli Lilly, Novartis, Janssen, LEO Pharma, MC2, Ortho Derma-
tologics, PellePharm, Pfi zer, Regeneron, Sanofi  Genzyme, SUN Pharmaceuticals 
and UCB.
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With newer biologics consistently posting PASI improvements greater than 90%, 
dermatologists need to consider other factors when selecting a treatment.

However, among newer medications, nuanced differences 
between the same drug class could be teased out.

Biologics enter 
post-PASI era
JOHN JESITUS | Sta�  Correspondent

“In the old days …
there were bigger 
differences stratifying 
the medications, 
so you might make 
your choice based on 
effi cacy as the main factor. 
But nowadays that isn’t so true anymore."
George Han, M.D., Ph.D., Icahn School of Medicine, Mount Sinai, New York
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Ozenoxacin cream 1% in 
clinical practice
ANTIMICROBIAL RESISTANCE IN  
SKIN AND SOFT TISSUE INFECTIONS
Dermatological conditions often treated by dermatologists include skin 
and soft tissue infections (SSTIs), such as atopic dermatitis, impetigo and 
angular cheilitis. Strategies for preventing, managing and treating SSTIs 
typically include the prescription of antibiotics. An analysis of pharmaceu-
tical sales data has indicated that global antibiotic consumption has risen 
nearly 40% since 2000.1 Associated with the increase in prescription use, 
rates of antimicrobial resistance (AMR) are also on the rise, worldwide.2 
Despite antibiotic stewardship and infection prevention and control, AMR 
is associated with a large clinical and public burden. By the year 2050, it is 
estimated that ~10 million people per annum will die due to AMR-related 
causes, globally.2, 3 Moreover, this continued rise will cost over 100 trillion 
United States (U.S.) Dollars.2 Given the increasing rates of AMR to com-
monly prescribed antibiotics for SSTIs (e.g. mupirocin, fusidic acid), there 
is a need for new therapies.4

SSTIS CAUSED BY STAPHYLOCOCCUS 
AUREUS AND STREPTOCOCCUS PYOGENES
Impetigo is a highly contagious bacterial skin infection characterised by 
eroding, erythematous pustules that eventually develop a brownish-yel-
low crust.5 Over three million people in the U.S., are affected by impeti-
go, each year.6 The main causative pathogens of impetigo are S. aureus 
and/or Streptococcus pyogenes, although S. aureus alone is observed in 
most cases.5

Atopic dermatitis is a common inflammatory skin disorder that af-
fects up to 20% of the world population.7 While its pathogenesis re-
mains largely unclear, genetic predisposition and environmental factors 
influence its eventual development.7, 8 Atopic dermatitis is character-
ized by itchy, recurrent eczematous lesions. Skin colonization by Staph-
ylococcus aureus correlates with increased severity of the condition and 
a worsened prognosis.9

Angular Cheilitis presents with erythematous, nonvesicular lesions 
that radiate from the angle(s) of the mouth. This condition can be ac-
companied with or without fissure formation. A microbial study found 
that S. aureus and Streptococci were present in 75.5% and 13.5% of 

cases, respectively. 10

For the above SSTIs, clinical practice guidelines recommend the use 
of topical antibacterial agents for localized infections; whereas sys-
temic antibiotics should be used for treatment of numerous or exten-
sive lesions, or those not responding to topical therapy.11

OZENOXACIN 1% TOPICAL CREAM 
Ozenoxacin [(OZN; Ferrer International S.A.; Biofrontera Inc., (United 
States)] 1% topical cream is the first non-fluorinated quinolone indicated 
for the topical treatment of impetigo due to S. aureus and S. pyogenes. OZN 
is indicated for use in adult and pediatric patients two-months of age and 
older.12  OZN has been shown to display strong bactericidal activity against 
Gram-positive pathogens associated with SSTIs and is less prone to resis-
tance than the commonly prescribed mupirocin and fusidic acid.13-17 While 
indicated for impetigo, the low dosing frequency of OZN and its five-day 
treatment regimen is expected to offer significant benefits for other SSTIs. 
This case series examines OZN use in clinical practice, for the treatment of 
various SSTIs.

Case 2
A five-year old female presented with a one-week history of a facial lesion on her left jawline and 
a new onset lesion on her left upper-medial cheek. At baseline, the infection was causing an im-
pact on the child’s daily life. Her mother was using Band-Aids to cover the lesions and she was 
refused access to daycare. She was currently taking mupirocin and not responding. Her derma-
tologist then prescribed OZN. Results of the five-day regimen are depicted in Figure 2.

FIGURE 2. The patient presented with a facial lesion on her left jawline 
and a new onset lesion on her left upper-medial cheek (left). She was pre-
scribed a twice-daily, five-day regimen of Ozenoxacin 1% topical cream; 
which subsided the infection (right). BEFORE AFTER

Figure 1. The patient presented with sec-
ondary impetigo and early furunculosis 
on the lower abdomen (top). She was pre-
scribed a twice-daily, five-day regimen 
of Ozenoxacin 1% topical cream; which 
cleared her skin (bottom).

Case 1 
A three-year old female presented 
with atopic dermatitis with secondary 
impetiginization and early furuncu-
losis. She was prescribed cephalex-
in and OZN for five days, but did not 
take the cephalexin. At the five-day 
follow-up, the infection was largely 
gone. Results of the five-day regimen 
are depicted in Figure 1.

BEFORE

AFTER

By Lawrence a.  Schachner, MD; aDeLaiDe a heBert, MD; PearL Kwong, MD
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CASE 3
A twelve-year old male patient presented with atopic dermatitis on the 
hands and knees. The condition had been present since early childhood 
and he had previously been treated with topical steroids, emollients and 
an antihistamine to aid with pruritus. OZN was prescribed because the 
dermatologist felt colonization was driving the fl are-ups and prevent-
ing the control of atopic dermatitis. Improvement was observed after fi ve 
days of use of OZN. At baseline, the infection was causing an impact on 
the child’s daily life. The patient did not want to attend school or social ac-
tivities due to concerns of social stigma. Results of the fi ve-day regimen 
are depicted in Figure 3.

FIGURE 3. The patient presented at the clinic with atop-
ic dermatitis on the knees (left). He was prescribed a 
twice-daily, fi ve-day regimen of Ozenoxacin 1% topical 
cream (right); which resulted in clearing the infection.

BEFORE AFTER

CASE 4
A fi ve-year old female patient presented with angular cheilitis in 
the right labial commissure. Previous treatment included chap 
stick, taken as needed. OZN was chosen as a treatment strategy 
as the child’s parents preferred a topical treatment over an oral 
therapy. Results of the fi ve-day regimen are depicted in Figure 4.

Treatment included chap stick, taken as needed. OZN was 
chosen as a treatment strategy as the child’s parents preferred 
a topical treatment over an oral therapy. Results of the fi ve-day 
regimen are depicted in Figure 4.

FIGURE 4. The patient presented with angular cheilitis in the 
right labial commissure (left). She was prescribed a twice-daily, 
fi ve-day regimen of Ozenoxacin 1% topical cream; which resulted 
in clearing her skin completely (right).

BEFORE AFTER

CONCLUSIONS
The selection of suitable candidates for OZN includes an age minimum of two months; bullous or non-bullous impe-
tigo due to S. aureus or S. pyogenes, including Methicillin-resistant S. aureus; other localized SSTIs characterized by 
S. aureus or S. pyogenes; and a preference for a topical therapy. OZN is not recommended for systemic infections.
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O ral apremilast (Otezla, Amgen) rap-
idly and signi� cantly improved dis-
ease severity, itch and quality of life 
compared with placebo in patients 

with moderate-to-severe scalp psoriasis, accord-
ing to an article in press in the Journal of the 
American Academy of Dermatology.1

Eight in 10 psoriasis patients have scalp involve-
ment, making the scalp the most commonly a� ected 
area in psoriasis. People who have scalp psoriasis 
often suffer significantly when it comes to their 
mental health, quality of life and social functioning. 
Despite the condition’s impact, patient adherence to 
� rst-line topical therapies tends to be low. 

“There is a need for e� ective, well-tolerated 
systemic therapies for patients with moderate to 
severe scalp psoriasis or patients whose scalp pso-
riasis is inadequately controlled with topical ther-
apies,” the authors write. 

In this phase 3b, double-blind, placebo-con-
trolled study, researchers randomized 201 patients 
with moderate-to-severe scalp psoriasis to receive 
30 mg twice daily of apremilast, a phosphodi-
esterase 4 inhibitor, or placebo for 16 weeks. The 
patients at 41 sites in the United States and Can-
ada were 18 years and older, had Scalp Physician 
Global Assessment scores of three or more, 20% 

or more of scalp surface area involvement and had 
not tolerated or had inadequate response to one or 
more topical therapies for scalp plaque psoriasis. 

They found that 43.3% of patients taking 
apremilast achieved the primary endpoint of clear or 
almost clear with a two or greater point reduction on 
the Scalp Physician Global Assessment. That was 
compared to 13.7% in the placebo group. 

More than 45% of patients in the apremilast 
arm achieved a four-point or greater improvement 
from baseline according to the Whole Body Itch 
Numeric Rating Scale, compared to 22.5% of pla-
cebo. And 47.1% in the apremilast group achieved 
a four-point or greater improvement according to 
the Scalp Itch Numeric Rating Scale, versus 21.1% 
in the placebo group. 

Patients taking apremilast also had a signif-
icantly greater average improvement in the Der-
matology Life Quality Index than those in the pla-
cebo arm.

More than 30% of patients on apremilast had 
diarrhea. Other common adverse events in the 
apremilast group were nausea, headache and 
vomiting. 

This is the � rst prospective, randomized, pla-
cebo-controlled phase 3 study looking at apremi-
last treatment for moderate-to-severe scalp psori-

asis, the authors note. 
“Scalp psoriasis can be a very distressing man-

ifestation of psoriasis, as it is in a highly visible 
location and often causes intense pruritus,” they 
write. “The clinically meaningful improvements 
in Scalp and Whole Body Itch [Numeric Rating 
Scale] are supported by the signi� cantly greater 
improvements in quality of life among patients 
treated with apremilast versus placebo.”

Psoriasis location is one of many factors that 
providers must consider when prescribing treat-
ment. Results from this study might not be gen-
eralizable to patients with other psoriasis forms, 
according to the paper. 

As the analysis did not provide long-term e�  -
cacy data and the study did not compare apremi-
last to other potential treatments for scalp psoria-
sis, the authors note these as limitations. 
Disclosure: 
Celgene Corporation, which sold Otezla to Amgen in 2019, funded the study and 
the authors received editorial support from a company sponsored by the Celgene 
Corporation. The authors of the study have ties to Celgene and other corporations, 
including as researchers, consultants and advisory board members. 

Reference: 
1  Van Voorhees AS, Stein Gold L, Lebwohl M, et al. Effi cacy and safety of apremi-

last in patients with moderate to severe plaque psoriasis of the scalp: Results of 
a phase 3b, multicenter, randomized, placebo-controlled, double-blind study 
[published online ahead of print, 2020 Feb 4]. J Am Acad Dermatol. 2020;S0190-
9622(20)30158-4. doi:10.1016/j.jaad.2020.01.072

Nearly half of patients taking apremilast achieved the primary 
endpoint of clear or almost clear on a two or greater point reduc-
tion on the SPGA, achieved a four-point or greater improvement 
from baseline and on itch improvement compared with placebo.

Researchers randomized 201 
patients with moderate-to-severe 
scalp psoriasis to receive 30 mg 
twice daily or placebo for 16 weeks.

Study reports fi rst prospective, random-
ized, placebo-controlled phase 3 data 
on use of apremilast for treatment for 
moderate-to-severe scalp psoriasis.

Oral apremilast e� ective 
for scalp psoriasis
LISETTE HILTON | Sta�  Correspondent
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47.1%
Patients on apremilast who achieved 
a four-point or greater Scalp Itch 
Numeric Rating Scale 
improvement vs 21.1% 
taking placebo.
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T reatment with ixekizumab (Taltz, 
Eli Lilly and Company) resulted 
in quick and lasting relief of genital 
psoriatic lesions, genital pain and 

improved sexual health in patients with mod-
erate-to-severe genital psoriasis, according to a 
12-week study published January 9, 2020 in the 
Journal of the European Academy of Dermatol-
ogy and Venereology.1

An international group of researchers per-
formed a post-hoc subgroup analysis of the 
IXORA-Q randomized, placebo-controlled 
study. IXORA-Q is a study of 149 adult sub-
jects with moderate-to-severe genital psoria-
sis with a static Physician’s Global Assessment 
of Genitalia score of three or more and body 
surface area involvement of 1% or greater. Sev-
enty-� ve patients received 80 mg of subcuta-
neous ixekizumab, a high-a�  nity anti-inter-
leukin-17A monoclonal antibody, every two 
weeks, following an initial dose of 160 mg, 
while 74 received placebo for the 12-week 
blinded treatment. 

In the post hoc analysis, researchers looked 
at clinical response to the active versus placebo 
as well as the impact of genital psoriasis lesion 
secondary surface changes, including ero-
sions, � ssures and/or ulcers, on genital pain 
and sexual health. 

They found surface disruption signs in 
genital psoriasis are common. Fifty-seven of 
the 149 patients, or 38%, presented at baseline 
with genital erosions, � ssures and/or ulcers. 
Most of those patients had genital � ssures, fol-
lowed by erosions and ulcers. 

Secondary lesional changes were associ-
ated with signi� cantly higher scores for dis-
ease severity and pain but not for sexual health. 
In the ixekizumab treatment group, 62% of 
patients had complete resolution of erosions, 
� ssures and/or ulcers in the � rst week, com-
pared to 25% of the placebo group. Eighty-
three percent of patients treated with ixeki-
zumab had complete resolution of the signs at 
week 12, compared to 21% of patients treated 
with placebo. 

Patients in the ixekizumab group reported 
signi� cant improvements in pain, itch, disease 
severity and sexual health compared to those 
in the placebo group. That was whether or not 
they had secondary lesional signs at baseline.

“According to our data, signs of surface 
disruption have a greater impact on patient-re-
ported measures in patients with limited [body 
surface area] involvement (<10%), highlighting 
the importance of assessing disease severity 
and treatment outcomes from both physician 
and patient perspectives,” the authors write.  

Researchers have found that up to 63% 
of patients with plaque psoriasis have genital 
involvement at some point. And the signs of 
genital psoriasis are often painful and pruritic. 
Genital psoriasis can impact patients’ sexual 
health and quality of life. Yet, proven treat-
ments for genital psoriasis are limited.

Genital psoriasis often is under-reported, 
under-diagnosed and under-treated, accord-
ing to the authors. 

Ixekizumab is approved by the U.S. Food 
and Drug Administration for the treatment of 
plaque psoriasis. Systemic therapies are rec-
ommended when other treatment options fail 
for genital psoriasis, according to the paper. 

While this analysis is limited by its dura-
tion and small number of patients, the authors 
wrote the data o� ers evidence of genital pso-
riasis’s profound impact on patients and may 
increase awareness and rates of diagnosis, 
monitoring and treatment for this disease. 
Disclosure: 
Eli Lilly and Company funded the study. The authors include consultants, investi-
gators, employees and shareholders of Eli Lilly. 

Reference: 
1  Merola JF, Ghislain PD, Dauendorffer JN, et al. Ixekizumab improves secondary 

lesional signs, pain and sexual health in patients with moderate-to-severe genital 
psoriasis. J Eur Acad Dermatol Venereol. 2020;34(6):1257-1262.

“According to our data, signs of surface disruption have a 
greater impact on patient-reported measures in patients with 
limited [body surface area] involvement (<10%), highlighting the im-

portance of assessing disease severity and treatment outcomes from 
both physician and patient perspectives.”

Data offer evidence of the profound impact genital 
psoriasis, which may increase awareness and rates of 
diagnosis, monitoring and treatment for this disease.

A post-hoc subgroup analysis of the 
IXORA-Q study examined clinical 
response to ixekizumab vs placebo.

Ixekizumab resulted in quick and 
lasting relief of genital psoriatic 
lesions and symptoms.

Ixekizumab provides 
relief for genital psoriasis 
LISETTE HILTON | Sta�  Correspondent

Joseph Merola, M.D., Brigham and Women’s Hospital, 
Harvard Medical School, Boston, and colleagues
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Gene expression pro� ling (GEP) has 
the potential to improve melanoma 
prognostication, says an expert, but 
shortcomings remain.

GEP tests speci� cally look at messenger RNA 
(mRNA) levels expressed in tumors, an indica-
tor of which target genes are “on,” says Elizabeth 
Berry, M.D. She serves as an assistant professor 
and director of the Multidisciplinary Pigmented 
Lesion Clinic in the Oregon Health & Science 
University Department of Dermatology, Portland.

“The thought is that gene expression pro� l-
ing tests might be able to tell which patients will 
develop metastases in the future,” Dr. Berry says. 

Conversely, a portion of patients with thick 
melanomas never develop any further disease. 
GEP could provide an additional level of testing to 
identify such patients, she says, and to help deter-
mine which patients may benefit from adjuvant 
therapy or increased surveillance.

In dermatology, says Dr. Berry, the key ques-
tion with thin melanomas is determining which 
patients would benefit from sentinel lymph 

node (SLN) biopsy and which could avoid this 
procedure. 

“Each specialty has its own set of questions,” 
she says. However, she adds, GEP test devel-
opers are trying to address all these questions 
simultaneously.

Leading melanoma GEPs include Deci-
sionDx-Melanoma, also called the 31-GEP (Cas-
tle Biosciences), the eight-GEP (MelaGenix) and 
the clinical-pathologic (CP)-GEP (SkylineDx and 
Mayo Clinic). All three tests very have promising 
early data, says Dr. Berry. 

“But we need to proceed with caution,” she says. 
“We need to look carefully at the data to � nd where 
they � t best so that we are not hurting people in the 
process of trying to propel the � eld forward.”1

Shortcomings that presently affect GEP tests to 
one extent or another include small sample sizes (often 
lacking power calculations), study populations that 
do not represent real-world stage distributions, fol-
low-up times insufficient to track delayed metastases 
and inconsistent use of multivariate models that make 
between-study comparisons impossible.

“The most frustrating part is the inability to 
look under the hood. When you’re looking at the 

statistical analysis, are they using a dichotomous or 
continuous variable? And it’s hard to tell in some 
of the tests what cut-o� s they are using for signif-
icance in GEP levels. That lack of transparency 
makes the data di�  cult to interpret,” she says.

Warts notwithstanding, says Dr. Berry, the 
GEP platforms coming to market should not be 
discounted. 

“As clinicians, we have a duty to ensure promising 
technology with the potential to benefit our patients is 
implemented both rapidly and safely,” she says. “This 
may include tolerating some uncertainties while we 
find the best uses for the tests. The ordering provider 
needs to be well-versed in these uncertainties and lim-
itations to best counsel his or her patients.” 

Next steps, she says, should include larger val-
idation studies of the type that have happened in 
GEP tests for breast cancer. 
Disclosure:
Dr. Berry reports no relevant fi nancial interests.

Reference:
1  Grossman D, Kim CC, Hartman RI, Berry EG, et al. Prognostic gene expression 

profi ling in melanoma: necessary steps to incorporate into clinical practice. 
Melanoma Manag. 2019;6(4):MMT32. Published 2019 Dec 17. doi:10.2217/
mmt-2019-0016.
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GEP could identify patients in whom melanoma may metastasize and which 
patients may benefi t from adjuvant therapy or increased surveillance.

GEP tests specifi cally look 
at messenger RNA levels 
expressed in tumors.

Gene expression 
profi ling has the potential 
to improve melanoma 
prognostication.
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Gene expression pro� ling 
brings promise, pitfalls

DT0820_035-037_SkinCancer.indd   35DT0820_035-037_SkinCancer.indd   35 8/3/20   1:25 PM8/3/20   1:25 PM



skin cancer DermatologyTimes®August 2020

36
Quick TAKES

In cancer immunotherapy, nanoparticles 
can be directed to different cells and tissues 
related to the immune response.

Nanoparticles efficiently 
deliver therapeutic 
agents to the tumor site.

Nanotechnology represents 
an opportunity to improve 
treatment for some cancers.

Nanotechnology may 
advance skin cancer Tx
ILYA PETROU, M.D. | Staff Correspondent

N ovel and emerging nanotechnology 
approaches used in the treatment of 
skin cancer are generating interest as 
they enable the efficient delivery of 

drugs and other bioactive molecules to target 
tissues with low toxic effects. A recent study1 
examined current investigations of nanoparti-
cle and nanosystems and highlighted the ther-
apeutic benefit and potentially larger role in the 
treatment of skin cancer. 

Depending on disease stage, melanoma and 
nonmelanoma skin cancers can be treated in a 
variety of ways. However, the limitations of some 
treatment modalities have led research to explore 
new delivery systems and approaches to help 
improve clinical outcomes.

“The molecular mechanisms of melanoma 
have not been entirely elucidated; therefore, treat-
ing the disease is difficult. To overcome this chal-
lenge, innovative therapies are required that are 
mainly based on delivery systems using nano-
technology,” writes Livia Neves Borgheti-Car-
doso, Ph.D., School of Pharmaceutical Sciences 
of Ribeirao Preto, University of Sao Paolo, Ribei-
rao Preto, San Paolo, Brazil, and fellow col-
leagues, in a study published in Advanced Drug 
Delivery Reviews.

One of the many recent advancements in the 
treatment of cancer has been nanotechnology 
and the nanosystems that they employ. Nano-
particles efficiently deliver therapeutic agents to 
the tumor site which can include chemotherapeu-
tics, immune and vaccine molecules, and nucleic 
acids. 

“Nanosystems can be developed to overcome 
biological barriers and to target drug delivery to 
the tumor sites, thus enabling the use of lower 
doses, increasing treatment efficacy and decreas-
ing the number and/or the severity of the side 
effects,” the study authors write.

Most nanotechnology approaches and sys-
tems are still in the research and development 
phase; however, some have reached the clinical 

stage and are currently available on the market. 
There are no commercially available nanosys-
tems to date for bioactive molecule topical deliv-
ery for skin cancer, the study authors write that 
some nanoparticle applications and products are 
being evaluated in clinical trials for advanced 
solid tumors as well as nonmelanoma skin can-
cers. The latter is a dose-rising study2 currently 
underway evaluating a topical nanoparticle pacl-
itaxel ointment for safety, tolerability, and the pre-
liminary efficacy of three concentrations (0.15%, 
1.0%, and 2.0%) of the nanoparticle for the treat-
ment of cutaneous metastases from nonmela-
noma skin cancer.

Nanoparticles are currently being investi-
gated to enhance the drug delivery of different 
agents in skin cancer therapies such as chemo-
therapy, immunotherapy including the PD-1 
inhibitors, as well as therapeutic vaccines, with 
the hope of promoting more robust antitumor 
effects and improved clinical outcomes. 

In cancer immunotherapy, nanoparticles can 

be directed to different cells and tissues related 
to the immune response including antigen pre-
senting cells, lymphocytes and lymphoid tissues, 
thereby overcoming the limitations of direct can-
cer cell targeting. According to the study authors, 
one important advantage of using nanoparticles 
for antigen delivery is their capability to carry 
several adjuvants or neoantigens, which is ideal 
for treating different cancers. 

When used in combination with physi-
cal techniques, nanocarriers could also help 
enhance topical and transdermal drug delivery 
in the treatment of melanoma and nonmelanoma 
skin cancers. Physical enhancement methods 
used include laser irradiation (i.e., phototherapy, 
thermotherapy, and acoustic therapy), iontopho-
resis, ultrasound, and microneedling systems.

A promising alternative for overcoming multi-
drug resistance, the authors explained that nano-
technology can also help the clinician provide 
treatment in a specific and orderly fashion, with 
smaller doses of therapeutic agents and fewer 
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Conceptual 
rendering of 
a nanobot 
targeting a 
cancer cell 
in the field of 
nanotechnology.
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M erkel cell carcinoma (MCC) is 
a cutaneous neuroendocrine 
tumor with a high rate of metas-
tasis and few effective therapeu-

tic options. Continued research has led to 
the development and recent approval of novel 
immune checkpoint inhibitors for advanced 
MCC, such as pembrolizumab (Keytruda, 
Merck) and avelumab (Bavencio, EMD Serano 
and Pfizer), which have changed the way clini-
cians approach management of advanced MCC 
patients.

Patients with localized MCC have typically 
been treated with surgery followed by radiation 
therapy; though, chemotherapy largely remained 
the best alternative for patients with advanced 
MCC. Responses to chemotherapy were mostly 
short-lived however, begging the need for more 
effective treatment options. 

“When traditional chemotherapy is used 
to treat advanced MCC, it can result in a good 
response rate in the short term, but patients will 
usually relapse relatively quickly. The check-
point inhibitors are a definite game changer in 
the treatment of advanced MCC,” says Desiree 
Ratner, M.D., clinical professor, Ronald O. 

Perelman Department of Dermatology, NYU 
Skin and Cancer Clinic, New York, who spoke 
at the ODAC Dermatology, Aesthetic and Surgi-
cal Conference in Orlando. 

Avelumab is a human monoclonal antibody 
that targets the protein programmed death ligand 
PD-L1 and therefore inhibits binding to its recep-
tor PD-1. Formation of a PD-1/PD-L-1 complex 
is blocked, resulting in the activation of T-cell 
mediated immune responses against tumor cells.

In the study that led to approval by the U.S. 
Food and Drug Administration (FDA), Dr. Rat-
ner says, over half of patients responded well to 
the drug.

“Advanced MCC patients who have already 
been previously treated with chemotherapy or 
other systemic treatments but did not respond 
can particularly benefit from this novel therapy, 
with about a third of previously treated metastatic 
MCC patients still alive at three years after treat-
ment with avelumab," Dr. Ratner says. "Immune 
checkpoint inhibitors like avelumab offer patients 
with advanced MCC a more effective treatment 
alternative than any other systemic agent previ-
ously available."

The treatment for MCC has been evolv-
ing due to the high aggressiveness and met-
astatic rate of the tumor. According to Dr. 

Ratner, even patients with localized soli-
tary lesions tend to have sentinel lymph node 
biopsy (SLNB) followed by adjunctive radia-
tion, not only underscoring the aggressivity of 
the tumor but the need to meet it head-on with 
effective therapies. Fortunately, the checkpoint 
inhibitors appear to meet this challenge and 
are largely viewed as the new standard of care 
for patients with advanced MCC.

Although immune response modulating ther-
apy can be associated with negative impacts on 
a patient’s thyroid and adrenal function as well 
as other types of immune responses unrelated to 
the tumor, Dr. Ratner says that the overall benefit 
for patients is nevertheless likely higher with the 
medication. Clinicians should look at the risk/
benefit ratio of each case individually and have a 
candid discussion with the patient about poten-
tial therapeutic options.

“Avelumab is a welcome tool in our armamen-
tarium for advanced MCC. In my opinion, the 
drug that has really changed the prognosis and 
quality of life for a considerable number of those 
unfortunate patients with advanced MCC,” Dr. 
Ratner says. 
Disclosure: 
Dr. Ratner reports no relevant disclosures.

Immune checkpoint 
inhibitor therapy appears to 
meet this challenge.

treatment has evolved due to 
the high aggressiveness and 
metastatic rate of the tumor.

Effective therapies for advanced Merkel cell carcinoma 
are limited, leaving patients only with marginally 
effective chemotherapy treatment options.

ICI therapy advances 
treatment for MCCs
ILYA PETROU, M.D. | Staff Correspondent

toxic effects.
“The use of nanocarriers enables the effec-

tive, targeted delivery of several therapeutic 
agents made from combinations of molecules 
aimed at acting synergistically and effectively 
against cancer types that are resistant and no 
longer responsive to conventional therapies,” 
the authors write.

Nanoparticles also used together with high-
cost therapies including immunotherapies and 

gene therapies enable a more efficient adminis-
tration of treatment, which can result in a more 
cost-effective approach and improved clinical 
outcomes.

“The versatility of these nanocarriers grows 
exponentially because although their use adds to 
the cost of therapy, it comes with innumerable 
benefits, which in terms of cost-effectiveness, are 
worth conceding, as these benefits lead to greater 
prospects for diagnosis and treatments, in addi-

tion to allowing the use of theranostics in cancer 
patients,” the study authors say. 
Disclosures: 
The authors report no relevant disclosures.
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 Safety of sunscreen active ingredients examined FROM PAGE 1

and e� ective (GRASE). The MUsT design captures ingredient absorption 
into the blood under the condition of maximal recommended use per the 
product’s labeling, explains Dr. Strauss, director, Division of Applied Reg-
ulatory Science, US FDA, Silver Spring, Md.

The results from the initial MUsT showed that all of the sunscreen 
ingredients tested were absorbed systemically 
and detectable in plasma for at least three days 
after the last of 16 applications (four times a day 
for four days). 

Results of a follow-up study involving four 
sunscreen products containing avobenzone, 
oxybenzone, octocrylene, homosalate, octis-
alate, and octinoxate showed those sunscreen 
ingredients were present at appreciable concen-
trations in plasma of blood samples collected 
after a single application and under maximal-use 
conditions.2

In both studies, the plasma concentrations 
of the sunscreen ingredients exceeded the level 
set in the FDA’s proposed rule that would poten-
tially waive additional safety studies. 

Addressing the clinical relevance of the 
information, Dr. Strauss says that the fact that 
the sunscreen active ingredients were detectable 
in the blood should not be interpreted to mean 
that the FDA considers the ingredients unsafe. 
Nor does the fact that the agency is seeking more 
information through further safety testing indi-
cate that the FDA believes sunscreen ingredients 
are unsafe, he adds.

“The study � ndings pointed to a need for 
further testing to determine the safety of the 
ingredients for repeated use over a lifetime,” Dr. 
Strauss explains.

“In the meantime, patients should continue to be counseled to use SPF 
15 or higher broad-spectrum sunscreens along with other sun-protective 
measures because these interventions have known bene� t for preventing skin 
cancer and protecting the skin from sunburn and other ultraviolet light-in-
duced damage.”

CONTEXT FOR CONDUCTING THE STUDIES
In light of safety concerns that had emerged pertaining to certain sun-
screen active ingredients and the lack of nonclinical safety assessment data 
for many of those ingredients, the FDA described in the proposed rule 
speci� c safety data that would be needed to determine whether an active 
ingredient is GRASE for use in sunscreens. Because MUsTs had not been 
performed previously for sunscreens, the FDA undertook two trials to 
demonstrate the feasibility of these studies and collect preliminary data 
that covered multiple formulations with seven di� erent sunscreen active 
ingredients, Dr. Strauss explains.

He notes that the call for further testing to determine the safety of the 
sunscreen active ingredients for repeated use over a lifetime is part of the 
standard premarket safety evaluation of most chronically administered drugs 
that have appreciable systemic absorption. 

“The data on absorption are then considered with other data from non-
clinical toxicology studies and other clinical testing to inform an overall ben-
e� t-risk evaluation,” Dr. Strauss says. 

As noted in the proposed rule, the FDA identi� ed 12 sunscreen active 
ingredients that lack su�  cient data to support a positive GRASE determi-
nation—cinoxate, dioxybenzone, ensulizole, homosalate, meradimate, octi-
noxate, octisalate, octocrylene, padimate O, sulisobenzone, oxybenzone, 
and avobenzone. The FDA determined that additional data on the safety of 
zinc oxide and titanium dioxide were not needed. 

As another update, Dr. Strauss notes that the Coronavi-
rus Aid, Relief, and Economic Security Act that was enacted on 
March 27, 2020, introduced reformed procedures for establish-
ing requirements for OTC monograph drugs, including sunscreens. 
“However, the act did not change the applicable standards for determining 
safety and e� ectiveness,” he says.

Further discussion of the FDA-proposed rule, the � ndings and relevance 
of the agency’s sunscreen absorption studies, and patient counseling consid-
erations can be found in a recently published commentary on the American 
Society of Clinical Oncology’s Policy Statement on Skin Cancer Prevention 
written by Dr. Strauss and his colleague Theresa M. Michele, M.D., direc-
tor of the O�  ce of Nonprescription Drugs at the FDA.3 

References:
1  Matta MK, Zusterzeel R, Pilli NR, et al. JAMA. 2019;321(21):2082-2091.

2  Matta MK, Florian J, Zusterzeel R, et al. JAMA. 2020;323(3):256-267.

3  Strauss DG, Michele TM. JCO Oncol Pract. 2020;OP2000425. Published online June 30, 2020.

“Patients should continue to be counseled to use SPF 15 or 
higher broad-spectrum sunscreens along with other sun-pro-
tective measures because these interventions have known 

benefi t for preventing skin cancer and protecting the skin from 
sunburn and other ultraviolet light-induced damage.”

David G. Strauss, M.D., Ph.D., U.S. Food and Drug Administration, Silver Spring, Md.
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Studies investigating 
the systemic 
absorption of 
sunscreen active 
ingredients were 
conducted in 
accordance with a 
recommendation 
in an FDA-proposed 
rule on OTC 
sunscreen products.

The ingredients 
tested were 
detected in 
appreciable 
concentrations 
in plasma after 
products were 
applied just 
once and under 
maximal-use 
conditions.

The results indicate 
a need for further 
safety testing but 
should not be 
interpreted as 
unsafe, and patients 
should continue to 
use sunscreen.
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 Survey fi ndings inform messaging on UV exposure FROM PAGE 1

sity, which is located in western Oregon, where the weather is predomi-
nantly cloudy. Of 1,406 students who were contacted, 335 (23.8%) met 
the eligibility criteria and completed the 125-item survey. 

The survey included the 11-item Health Beliefs About UV (HBAU) 
scale, which measures beliefs about sunscreen toxicity and UV in cloudy 
climates that encourage UV exposure and discourage protection. In addi-
tion, it collected data on sociodemographic characteristics, indoor and 
outdoor tanning frequency, use of sunscreen and other UV protection 
behaviors, and perceptions of physical appearance.

Statistical modeling that adjusted for a number of covariates, includ-
ing self-reported untanned skin color, sun sensitivity, and percep-
tions of skin cancer susceptibility and severity, found a positive asso-
ciation between beliefs about sunscreen toxicity and reduced sun-
screen use. Outdoor tanning frequency was predicted by beliefs 
that tanning had benefits related to mood and vitamin D produc-
tion, and indoor tanning frequency correlated with beliefs that tan-
ning through the winter could mitigate negative seasonal effects.
Julian tells Dermatology Times, “The HBAU scale used in our study has 
not yet been clinically validated, but the factors on the scale may merit 
consideration in the conversations clinicians have with patients, especially 
with individuals who have recently relocated from a di� erent climate.” 

She continues, “Based on � ndings, we suggest clinicians be prepared 
to discuss vitamin D, mood and sunscreen safety as potential determi-
nants of patients’ UV exposure behaviors and take into account percep-
tions of the regional climate.”

SAMPLE CHARACTERISTICS, BELIEFS AND BEHAVIORS
A majority of the 335 students included in the study had very fair or fair 
skin (59%). Almost three-fourths had never used indoor tanning, how-
ever, only approximately one-fourth had not done any outdoor tanning 
in the previous 12 months. Two-thirds of the participants indicated 
that they used sunscreen only “sometimes” or less often, and the use of 
an umbrella or a wide-brimmed hat for UV protection was infrequent.

Results from the HBAU portion of the survey showed that, overall, 
the majority of students were not very concerned about toxicity and 
harms from sunscreen ingredients. However, common beliefs were that 

tanning is a more natural source of vitamin D than taking a supplement 
and that weather has negative e� ects, in general, on mood and on vita-
min D production. 

Julian says, “As most dermatologists are aware, the American Acad-
emy of Dermatology as well as the U.S. Food and Drug Administration 
maintain that sunscreens are safe and that individuals should continue 
to use sunscreen while further research is being conducted focusing on 
the toxicologic pro� le of sunscreen ingredients.”  

She adds, “A particularly striking and troubling finding of our 
study was that while concern about sunscreen safety was associated 
with reduced sunscreen use, there was not a corresponding increase 
in other sun protection behaviors.”

The � ndings support the need to educate patients who are con-
cerned about the potential harms of chemical ingredients in sunscreens 
about the many alternative options for UV protection.

“Patients should be counseled about the option of choosing a min-
eral sunscreen, rescheduling outdoor activities to times of day with low 
UV levels, wearing protective clothing and wide-brimmed hats, and 
seeking shade when outdoors.  Because none of these behaviors is opti-
mal for all contexts, patients should be told that combining UV protec-
tive behaviors is key to e� ective sun safety,” Julian says.

GATHERING MORE EVIDENCE
The researchers note that their study has limitations, including its rel-
atively small sample size, the magnitude of its nonresponse rate, and its 
cross-sectional nature. Based on these issues, future studies are war-
ranted that should include larger and more diverse samples to validate 
the � ndings, Julian says.

“In addition," she says, "future research should further examine how 
the role of beliefs about vitamin D de� ciency, seasonal mood, and the 
safety of sunscreen di� ers by indoor versus outdoor UV exposure and 
identify what types of messages are e� ective at countering beliefs that 
increase risky UV behaviors including indoor/outdoor tanning and the 
disuse of sunscreen.” 
Reference:
1  Julian A, et al. Cancer Control. 2020;27(4):1073274819894008. Published February 28, 2020.

“ Based on fi ndings, we suggest clinicians be prepared to 
discuss vitamin D, mood, and sunscreen safety as potential 
determinants of patients’ UV exposure behaviors and take into 

account perceptions of the regional climate.”
Anne K. Julian, Ph.D., M.A., National Cancer Institute, Rockville, Md.
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Survey examines the 
role of context and its 
infl uence on UV exposure 
behaviors.

Findings suggest that beliefs about sunscreen 
safety, sun exposure health benefi ts, and regional 
weather play a role in college students’ protective 
behaviors.

The fi ndings support the need to educate patients 
who are concerned about the potential harms 
of chemical ingredients in sunscreens about the 
many alternative options for UV protection.

Quick TAKES
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C onsumers can get virtually all of today’s 
hottest skin, hair and nail nutrients 
without buying special supplements, 
says an expert.

Unlike multivitamins designed for overall 
health, says Zoe Diana Draelos, M.D., supple-
ments marketed for the skin, hair and nails usually 
include costly specialized vitamins. She is presi-
dent of Dermatology Consulting Services, PLLC.

“The question I wanted to answer is, do you 
need a special supplement? What’s unique about 
skin, hair and nail vitamins?”

Every skin, hair or nail supplement she has 
examined contained Vitamins A, B (various 

forms), C, D and E, all of which can be found in 
multivitamins as well. 

SKIN-FRIENDLY VITAMINS, MINERALS
“Vitamin A is important for vision. We know there 
are retinoid receptors in the skin that are necessary 
for skin health,” she says.

Folic acid (vitamin B9) helps prevent cardiac 
disease and supports reproduction of DNA, RNA 
and red blood cells and is therefore associated with 
skin, hair and nail health, says Dr. Draelos. Biotin 
(B7) de� ciency causes poor nail and hair growth, 
she adds, but biotin supplementation is not useful 
for hair and nail growth in healthy people.

40 antiaging
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Instead of specialized 
supplements, dietary 
supplements can be found in 
certain foods.

Every skin, hair or nail 
supplement contains various 
forms of Vitamins A, B, C, D 
and E, all of which also can 
be found in multivitamins.

Supplements marketed for 
the skin, hair and nails usually 
include costly specialized 
vitamins.

Proprietary supplements 
largely unnecessary

Antioxidants  1 cup fresh blueberries or 1 unpeeled apple
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Vitamin C  1 raw tomato daily

Vitamin B7 (biotin)  1 egg weekly

Selenium trace mineral antioxidant  1 Brazil nut

Daily food NEEDED TO REPLACE SUPPLEMENTS
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“The nutrition you need can be obtained very easily with 
a multivitamin or, probably better, through adjusting your diet 
to include more fruits and vegetables.”

Zoe Diana Draelos, M.D., president of Dermatology Consulting Services, PLLC., High Point, N.C.

Vitamin C is necessary for producing collagen, boosting immunity 
and � ghting free radicals. Vitamin D is actually a sex hormone. 

“De� ciencies are quite common,” she says. 
But typical multivitamins do not contain enough vitamin D because 

the actual needs of mature men and women are much higher than the 
current recommended daily allowance, says Dr. Draelos. She rec-
ommends 1,000 to 2,000 international units (IU) daily vitamin D 
supplementation.

Vitamin E is the most important antioxidant in the skin, she says. 

FOOD SOURCES
“But you can get all the vitamin E you need by eating a couple slices 
of avocado,” she says.

If one closely examines the construction of a skin, hair or nail sup-

plement, “It’s basically an incomplete multivitamin. 
And the added ingredients such as oral collagen and 
horsetail extract have no con� rmed value for the skin, 
hair or nails,” she says.

Instead of specialized supplements, she recommends the speci� c 
dietary supplements listed in the sidebar. 

“The take-home message is that these skin, hair and nail supple-
ments are really not necessary from a health standpoint. The nutrition 
you need can be obtained very easily with a multivitamin or, proba-
bly better, through adjusting your diet to include more fruits and veg-
etables.” 
Disclosure: 
Dr. Draelos reports no relevant fi nancial interests. 
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RELATED:

HOW TO 

EAT FOR 

HEALTHY 

SKIN
PG. 12

Vitamin A  2/3 cup of raw carrots

Collagen  chicken, fi sh or collagen supplementCollagen  

Vitamin E  olive oil or 1/2 raw avocado

Vitamin B9 (folic acid)  1 avocado or olive oil
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“ The mechanism by which PRP leads to skin rejuvenation is 
by increasing the dermal fi broblast proliferation, expression of 
matrix metalloproteinase, and collagen synthesis.”

Autologous platelet-rich plasma therapy is gaining 
in popularity and fi nding its niche alone and in 
combination with other skin rejuvenation procedures.

Minimally invasive rejuvenation 
techniques are increasing in use 
and offer various benefi ts.

Several different treatment 
modalities are currently being 
used for periorbital rejuvenation.

PRP plays promising role 
in periorbital rejuvenation
ILYA PETROU, M.D. | Sta�  Correspondent

A utologous platelet-rich plasma (PRP) 
therapy is being used more fre-
quently and could play a promising 
role as a monotherapy or in multi-

modality regimens for periorbital rejuvenation, 
according to authors of a recent review.1

Mohamad Goldust, M.D., department of 
dermatology, University of Rome G. Marconi, 
Rome, Italy, and fellow researchers recently con-
ducted a collaborative literature review to evalu-
ate commonly used non-surgical and minimally 
invasive treatment modalities for periorbital reju-
venation. They performed a search of published 
clinical trials and scienti� c reviews concerning 
periorbital rejuvenation in the MEDLINE and 
PubMed electronic databases.

The periorbital region of the face is central 
to the creation of the perception of age among 
all races and age groups, the authors note. Typ-
ical cosmetic concerns include periorbital wrin-
kles, melanosis and more prominent tear troughs. 

Treatment options include chemical peeling, 
mechanical and laser resurfacing techniques, 
PRP, neuromodulation, soft tissue � llers, as well 
as energy-based modalities. Each of these treat-
ment modalities can be e� ective for periorbital 
rejuvenation; however, they each have limita-
tions, they authors cite. Clinicians must be able 
to skillfully navigate among them to best address 
their patients’ concerns.

Topical agents that can address periorbital 
pigmentation include tretinoin creams, hydro-
quinone, kojic acid, azelaic acid, vitamin C, caf-
feine and peptides.

“Hydroquinone is one of the most com-

monly used agents for pigmentation reduction in 
strengths varying from 2% to 6%,” the authors 
wrote. “In a study performed in Indian patients, 
4% hydroquinone was found to be e� ective and 
tolerable to treat periorbital hyperpigmentation.”

Chemical peeling has been used for both 
periorbital pigmentation and wrinkles. The seg-
mental chemical peels with phenol-croton oil is 
cost-e� ective, the authors write, and has been 
associated with lasting neocollagenesis.

While forms of dermabrasion have been 
used, it still carries scarring risk and has been 
largely replaced by safer therapies like fractional 
lasers, the authors say.

Non-ablative lasers like intense pulsed light, 
pulse dye, ND:YAG 1320nm, Nd:YAG 1064 
nm and Erbium glass 1540 are safer treatment 
options for periorbital rejuvenation, the authors 
write. These devices have been associated with 
improvement in eyelid tightening, improved skin 
f lexibility and wrinkles, increases in collagen 
and reduced melanin with no major side e� ects, 
according to studies the authors cite.

Neuromodulators and soft tissue � llers alone 
and in combination with other modalities have 
been useful for reducing wrinkles and � lling in 
the tear trough region; however, use of � llers in 
this area has been associated with complications. 
Clinicians should have strong knowledge of anat-
omy and injection technique.

The researchers found that autologous PRP 
therapy is increasingly being used in dermatology 
for skin and hair conditions, and its use is quickly 
growing in popularity as a modality to achieve 
skin rejuvenation. The study results also con� rm 
the mechanism by which PRP leads to skin reju-

venation, namely by increasing the dermal � bro-
blast proliferation, as well as the expression of 
matrix metalloproteinase and collagen synthesis. 

“The mechanism by which PRP leads to skin 
rejuvenation is by increasing the dermal � bro-
blast proliferation, expression of matrix metallo-
proteinase, and collagen synthesis,” the authors 
write. “The ideal platelet concentration is 2-4 
times over baseline, and with a concentration in 
this range, the highest secretion of endogenous 
hyaluronic acid was described for skin fibro-
blasts. These actions can have a positive e� ect 
on skin quality and may contribute to a decrease 
in visible signs of skin aging.”

While PRP has demonstrated e�  cacy in peri-
orbital rejuvenation, more studies are needed to 
assess the longevity of cosmetic e� ects. Accord-
ing to the study authors, PRP has a rejuvenat-
ing capacity and can be considered in combina-
tion with other procedures including fractional 
lasers and fat grafting. Data has shown that PRP 
decreases healing time and enhances the heal-
ing overall when combined with other resurfac-
ing modalities. 

Periorbital aging may be a cosmetic issue, but 
it can cause psychological distress, the authors say.

“The evidence discussed in this article indi-
cates the increasing importance of minimally 
invasive modalities in periorbital rejuvenation 
and a promising role for PRP as solo therapy or 
in multimodality regimens,” the authors write. 
Disclosures: 
The authors reported no relevant disclosures. 

References:
1  Kassir M, Kroumpouzos G, Puja P, et al. Update in minimally invasive periorbital 

rejuvenation with a focus on platelet-rich plasma: A narrative review. J Cosmet 
Dermatol. 2020;19(5):1057-1062.

Mohamad Goldust, M.D., department of dermatology, University of Rome G. Marconi, Rome, Italy, and colleagues
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P A R T N E R  C O P Y

Physicians have long considered retinol to be 
the gold standard topical ingredient for skin 
rejuvenation.

But experts say there’s a new, natural 
ingredient on the block. Bakuchiol (pronounced 
bah-KOO-chee-all), a natural retinol alternative, 
o� ers patients the skin renewal benefi ts of ret-
inol without the irritation, redness, peeling and 
sun-sensitivity. 

Scientists have shown clinically that bakuchiol 
reduces the appearance of fi ne lines and wrin-
kles, improves skin fi rmness, brightens skin and 
improves skin tone and texture.

Sound like retinol? So far, but what baku-
chiol has also demonstrated in studies is that, 
when applied to the skin, it does not cause the 
skin irritation and sun-sensitivity that results 
in so many patient aversions to using retinol 
products. 

“… bakuchiol is comparable with retinol in its 
ability to improve photoaging and is better tol-
erated than retinol. Bakuchiol is promising as 
a more tolerable alternative to retinol,” authors 
wrote in a research paper published in 2018 in 
the British Journal of Dermatology.1

In the 12-week randomized, double-blind 
study of 44 patients who applied either bakuchi-
ol 0·5% cream twice daily or retinol 0·5% cream 
daily, researchers found both topicals signifi -
cantly decreased wrinkle surface area and hy-
perpigmentation, with no statistical di� erence 
between the compounds.

But the bakuchiol users reported less facial 
skin scaling and stinging, according to the study.

Natural Retinol Alternative Powers 
Skincare Renewal Products

Bakuchiol, EXPERTS AGREE, OFFERS RETINOL-LIKE BENEFITS WITHOUT IRRITATION

Hand drawn 
organic heathy 

Bakuchiol 
herbs - natural 

Retinol.

Burt’s Bees Renewal line of products fea-
tures bakuchiol for these very reasons, accord-
ing to Hemali Gunt, Ph.D., head of clinical and 
scientifi c a� airs at Burt’s Bees, a leader in evi-
dence-based natural skincare. The search for 
natural ingredients suitable for use in an aging 
population with sensitive skin resulted in the de-
velopment of a bakuchiol-based skincare reg-
imen. The Renewal line targets aging skin, by 
providing fi rming, hydrating and skin brightening 
benefi ts, with products including a cleanser, eye 
cream, spot treatment, night cream and more. 

And it’s natural
Another plus given today’s consumer demand for 
natural products is that while retinol in skincare 
topicals comes from animal sources or is synthet-
ically-derived in the lab, bakuchiol  is a natural 
extract pressed from the seed of the bakuchiol 
plant, Dr. Gunt said. 

Bakuchiol likely is the hottest natural ingredi-
ent on the market, according to dermatologist 
Joshua Zeichner, M.D., director of cosmetic and 
clinical research in dermatology at Mount Sinai 
Hospital, New York.

“There’s defi nitely an increasing consumer de-
mand for natural skincare products,” Dr. Zeichner 
said. “With the demand has come an infl ux of nat-
ural skincare products. There are many di� erent 
natural brands available over-the-counter. The 
problem is many of them are lacking data, so we 
really don’t know how e� ective some of these nat-
ural products are and which products are making 
unsubstantiated marketing claims.”

That’s not the case with bakuchiol, which has 
been well-studied in skin and has been shown 

to e� ectively strengthen skin 
and stimulate collagen, ac-

cording to Dr. Zeichner. 
“While retinol is an outstanding 

ingredient that I like my patients to use, 
there are just some people who have sensitive 
skin and cannot tolerate it. We’re always look-
ing for a retinol alternative for this population of 
patients. That’s where bakuchiol fi lls an unmet 
need,” Dr. Zeichner said. 

A skin renewal symphony
While bakuchiol is a featured and powerful ingre-
dient in skincare products, it’s not the only ingre-
dient to work toward the goal of skin renewal. And 
it shouldn’t be the only thing that consumers look 
for when choosing quality skincare. Rather, it’s 

a combination of ingredients that make a great 
product, according to Dr. Gunt. 

For example, consumers don’t want harsh in-
gredients in their skincare products. The ingre-
dients in the Renewal line are of natural origin, 
and the line is formulated without synthetic fra-
grances, dyes, parabens, sulfates and phthal-
ates, according to Dr. Gunt.

“Our whole formula approach utilizes natu-
ral ingredients,” Dr. Gunt said. “Waxes, oils and 
butters form a product’s matrix, and to that we 
add a few specifi c, well-researched ingredients 
to correct a particular skin condition. The prod-
uct matrix or base of waxes, oils and butters is 
inherently powerful and provides multiple func-
tional benefi ts.”

In our clinical work, we have shown that the 
nature-based bakuchiol regimen was well toler-
ated in a challenging sensitive skin population 
while producing improvement in smoothness, 
clarity, radiance, overall appearance, and global 
anti-aging after four weeks of use.  The subjects 
with eczema/atopic dermatitis did not experi-
ence worsening barrier function, the subjects 
with rosacea did not experience increased fl ush-
ing or infl ammatory papules, and the cosmetic 
intolerance syndrome subjects were able to use 
the products without facial sensory discomfort. 

Dr. Zeichner said he is a big fan of the Burt’s 
Bee Renewal Refi ning Cleanser.

“It uses a unique technology that, to my 
knowledge, is not in any other cleansers on the 
market,” he said. “When the cleanser is applied 
to the skin, it has a gritty sensation. As you lather 
it and rub it onto the skin, the gums and starches 
in it dissolve, which releases the cleansing ingre-
dient or surfactant. It gives a very mild physical 
exfoliation combined with the cleansing ability.”

Up until recently, bakuchiol has only been 
available in high-priced skincare brands, ac-
cording to Dr. Zeichner. Burt’s Bees products 
are a� ordable, natural and well-studied, he said. 

“This is a great time for us to have products 
that we can recommend that will continue to 
give patients antiaging benefi ts that they’re 
looking for without creating more irritation,” Dr. 
Zeichner said. “In an environment where peo-
ple are wearing facemasks on a daily basis, an 
ingredient like bakuchiol will become a staple in-
gredient in skincare routines.” 
REFERENCE: 
Dhaliwal S, Rybak I, Ellis SR, et al. Prospective, randomized, double-blind 
assessment of topical bakuchiol and retinol for facial photoaging. Br J 
Dermatol. 2019;180(2):289-296.
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O ver the last 10 years, noninvasive procedures have become 
increasing popular in the world of body contouring, according 
to Catherine DiGiorgio, M.D., a board-certi� ed cosmetic and 
laser dermatologist at The Boston 

Center for Facial Rejuvenation located in Bos-
ton. She spoke about the heightened popular-
ity during the 2019 American Society of Der-
matologic Surgery meeting in Chicago.

Of 623K body contouring procedures con-
ducted in 2018, only 18K were invasive, such 
as liposuction, according to recent ASDS 
data, says Dr. DiGiorgio. She attributes this to 
patients searching for treatments with minimal 
pain and downtime.

Today’s noninvasive offerings include 
injectables and energy-based devices, Dr. 
DiGiorgio says. For example, deoxycholic acid, 
a currently available injectable, is often used to 
dissolve fat in the submental area and can also 
be used o� -label to correct or touch-up pock-
ets of adipose tissue left over such from invasive 
liposuction. Other noninvasive procedures include cryolipolysis, high and 
low-intensity focused ultrasound and 1060 nm laser lipolysis.

Cryolipolysis is a well-known procedure that treats small areas of 
unwanted adipose tissue by cooling body fat, which breaks down the fat 
cells without damaging other types of tissue.

“We also have ultrasound treatments: high intensity focused ultrasound 
and low intensity focused ultrasound, which have been around for a while,” 
she says. “The low-intensity focused ultrasound uses acoustic waves to cre-
ate damage to the fat. And the high-intensity focused ultrasound more cre-
ates necrosis through heating of the fat.”

Finally, laser lipolysis with a 1060 nanometer laser uses heat to selectively 
destroy adipose tissue on the body as well as the submental area, according 
to Dr. DiGiorgio.

NEW TO THE MARKET
Dr. DiGiorgio also highlights new noninvasive o� erings coming to the 
market, which include a collagenase Clostridium histolyticum injection for 
treatment of cellulite as well as radiofrequency devices and devices that use 
electromagnetic stimulation.

Collagenase Clostridium histolyticum is a combination of two bacterial 
collagenases that work to dissolve collagen types one and three. Currently, 
the injection is in a phase 3 open-label 5-year study investigating its e�  cacy 
in dissolving cellulite in women.

“This will be an exciting thing to see in the future if it really provides a 
new treatment for cellulite for our patients,” she says.

Electromagnetic stimulation works by stimulating muscle contractions, 
which builds muscle tissue and theoretically decreases fat, according to Dr. 
DiGiorgio.

“I think that we have a lot to o� er our patients in the noninvasive body 
contouring world and it’s only going to grow from here. As dermatologists 
we really need to continue to grab hold of this technology and help our 
patients to look and feel their very best,” Dr. DiGiorgio says. 

MORGAN PETRONELLI | Assistant Editor

Noninvasive body 
contouring options grow

Quick TAKES

New to the market 
are collagenase 
clostridium histolyt-
icum injection for 
treatment of cellulite 
as well as radiofre-
quency devices and 
devices that use 
electromagnetic 
stimulation.

Noninvasive proce-
dures have become 
increasingly popular 
with a number of op-
tions available from 
injectables to ener-
gy-based devices.

Catherine DiGiorgio, M.D., 
Boston, discusses the current 
state of noninvasive body 
contouring, and what noninvasive 
devices and procedures will 
soon hit the market. You can 
watch her interview at: bit.ly/
noninvasivebodycontouring
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First injectable for cellulite 
approved by FDA
MORGAN PETRONELLI | Assistant Editor

T he U.S. Food and Drug Adminis-
tration (FDA) has approved collage-
nase clostridium histolyticum-aaes 
(Qwo, Endo International) for the 

treatment of moderate-to-severe cellulite in the 
buttocks in adult women, making it the first 
FDA-approved injectable cellulite treatment. 

“Today’s FDA approval of QWO is a key 
achievement in the continued execution of 
Endo’s long-term strategy, especially as it relates 
to building our portfolio and capabilities for the 
future,” says Blaise Coleman, president and CEO 
of Endo. “As Endo embarks on an exciting new 
journey into medical aesthetics, we look forward 
to bringing this innovative treatment to market 
through our Endo Aesthetics organization.”

The injectable combines two collagenases, 
AUX-I and AUX-II, which are purified enzymes 

produced naturally by the Clostridium histolyti-
cum bacterium. Together, the enzymes degrade 
types I and 3 collagen by releasing the fibrous 
septae, which leads to an improvement in appear-
ance and texture of the skin, according to the 
company. 

“QWO could be a game-changer for many 
women with cellulite,” says Anne Chapas, 
M.D., board-certified dermatologist at Union 
Square Laser Dermatology, New York City. “I 
am thrilled there will now be an FDA-approved 
injectable treatment option proven to address 
a root cause of cellulite. What is exciting about 

QWO is that it is a cutting-edge cellulite treat-
ment, without the cutting.”

The company expects the injectable to be 
available to aesthetic healthcare providers in the 
United States beginning in Spring 2021. 

For more information about collagenase 
clostridium histolyticum-aaes, visit www.QWO.
com. 
References:
1  U.S. FDA Approves Qwo™ (collagenase clostridium histolyticum-aaes), the First 

Injectable Treatment for Cellulite. (2020, July 07). Retrieved July 07, 2020, from 
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“ QWO could be a game-changer for many women with cellulite...it is 
a cutting-edge cellulite teatment, without the cutting."
Anne Chapas, M.D., Union Square Laser Dermatology, New York.

Quick TAKES
the enzymes degrade type 1 and 3 collagen, leading 
to improved skin appearance and texture.

the novel injectable combines two 
purified enzymes, AuX-I and AuX-II.

Collagenase clostridium histolyticum-aaes is the 
first FDA-approved injectable for moderate-to-severe 
cellulite in the buttocks in adult women. 
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RARE DISEASE

Consider biopsy in patients 
with certain cancers
LISETTE HILTON | Staff Correspondent

A skin biopsy of a 65-year-old woman’s 
rapidly progressing facial and scalp 
lesions helped doctors to diagnose 
the rare hematological malignancy 

blastic plasmacytoid dendritic cell neoplasm 
(BPDCN), according to a case report published 
last year in the BMJ .1

While little is known about this cancer and 
how to treat it, the authors suggest a low thresh-
old for performing a skin biopsy to evaluate skin 
lesions in patients with hematological cancers, 

especially when those 
lesions are quickly 
progressing, large or 
involve atypical sites. 

BPDCN is thought 
to account for less 
than 1% of hemato-
logical cancers. Con-
current CD4, CD56, 
BCL-2 and CD123 
expression def ines 
the malignancy. More 
than 90% of patients 
present (many early 
in the disease) with 
indolent skin lesions. 
Patients might also 
present initially with 
leukemic, or sys-
tem, involvement. 
There have been rare 
reports of bone mar-
row, lymph node, cen-
tral nervous system, 
spleen, liver, lung and 
other areas of involve-
ment, according to the 
paper. 

In 10% to 20% 
of BPDCN cases, 

patients have a history of cancer. Common can-
cers in their pasts include myelodysplastic syn-
drome, chronic myelomonocytic leukemia and 

acute myeloid leukemia. These associations, 
among other things, suggests BPDCN is a mye-
loid-related neoplasm, they wrote. 

Patients with the cancer have a poor progno-
sis. The patient in this particular case died four 
months after her diagnosis. Allogeneic hemato-
poietic stem cell transplant is the most effective 
treatment. 

In this case, doctors had diagnosed the 
patient with myeloproliferative disorder and 
chronic lymphocytic leukemia in 2002. Provid-
ers noted an increasing lymphocyte count con-
sistent with early stage chronic lymphocytic 
leukemia in 2011, so they monitored her blood 
counts but didn’t treat her. It was in September 
2018, when she developed prominent violaceous 
patches and nodules on her scalp and upper part 
of the face that doctors diagnosed widespread 
BPDCN.

They treated her with hyper-cyclophos-
phamide, vincristine, doxorubicin, dexameth-
asone (CVAD) and intrathecal methotrexate. 
But she continued to progress, even after doc-
tors tried another treatment option, decitabine 
and venetoclax.

Providers have no clear guidelines for treating 
BPDCN. Among the potentially effective treat-
ment regimens, hyper-CVAD, methotrexate and 
cytarabine, as well as cyclophosphamide, dox-
orubicin, vincristine, prednisone (CHOP) or 
CHOP plus etoposide. Research suggests these 
patients are at high risk for central nervous sys-
tem involvement, especially in relapses. As a 
result, central nervous system prophylaxis using 
intrathecal therapy is recommended, according 
to the paper. 

The U.S. Food and Drug Administra-
tion (FDA) approved tagraxofusp-erzs (Elzon-
ris, Stemline Therapeutics) in December 2018 
for BPDCN in adults and children ages 2 years 
and older. FDA approved tagraxofusp-erzs, a 
CD123-directed cytotoxin, based a multicenter, 
multicohort, open-label, single-arm clinical trial 
of patients with untreated or relapsed/refractory 

BPDCN. 
“In the pivotal cohort, seven (53.8%; 95% 

CI: 25.1, 80.8) of 13 patients with untreated 
BPDCN achieved complete response/clini-
cal complete response after a median follow-up 
of 11.5 months. The median response dura-
tion was not reached. In the second cohort, of 
15 patients with relapsed or refractory BPDCN, 
one patient achieved a complete response (dura-
tion 111 days) and one patient achieved a clinical 
complete response (duration 424 days),” accord-
ing to an FDA release on the approval.2

In the case documented in the BMJ, doc-
tors offered the patient tagraxofusp-erzs before 
it was approved as an experimental agent. But 
because of logistic issues she didn’t receive the 
drug. She wasn’t a candidate for the drug after 
its approval due to performance status, accord-
ing to the authors. 

Researchers have shown a greater over-
all survival after allogeneic hematopoietic stem 
cell transplant than with chemotherapy alone. 
Allogeneic hematopoietic stem cell transplant is 
preferred over autologous stem cell transplant, 
according to the paper.

“Stem cell transplantation beyond first com-
plete remission … might have an adverse impact 
on the survival. However, many patients are 
elderly and frail, or have rapidly progressive dis-
ease that never achieves remission. Thus, they 
are very poor candidates of stem cell transplant. 
In such groups, venetoclax with hypomethyl-
ating agents like decitabine or azacitidine has 
shown some benefit,” they wrote. 
Disclosures: 
The authors report no relevant disclosures.

Reference:
1  Khan AM, Munir A, Raval M, et al Blastic plasmacytoid dendritic cell neoplasm in 

the background of myeloproliferative disorder and chronic lymphocytic leukae-
mia BMJ Case Reports CP 2019;12:e230332. 

2  FDA approves tagraxofusp-erzs for blastic plasmacytoid dendritic cell neoplasm. 
U.S. Food and Drug Administration. www.fda.gov/drugs/fda-approves-tagrax-
ofusp-erzs-blastic-plasmacytoid-dendritic-cell-neoplasm. Published Decem-
ber 21, 2018.

Quick TAKES

According to 
a recent case 
study, physicians 
should perform 
a skin biopsy to 
evaluate lesions 
in patients with 
hematological 
cancers, 
especially when 
those lesions 
that are quickly 
progressing, 
large or involve 
atypical sites.

10% to 20% of 
patients have a 
history of cancer, 
including 
myelodysplastic 
syndrome, 
chronic 
myelomonocytic 
leukemia or 
acute myeloid 
leukemia.

While rare, 
more than 
90% of patients 
present with 
asymptomatic 
skin lesions.
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Treatment of Atopic Dermatitis
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topical therapies show, particularly in the first few 
years following the approval of crisaborole? Does 
research data support consideration for Janus 
kinase or PDE4 inhibitors?

Adam Friedman, MD, FAAD, discusses challenges, 
advancements and new horizons for topical 
therapies in the treatment of atopic dermatitis.
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General dermatologist is moving to San Diego 

and seeking a well-established, successful Derm 
practice for sale. I am an individual not associat-
ed with private equity. Please contact by email: 

derm1966@yahoo.com or call 626-202-7599.

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

PRACTICE SALES 
& APPRAISAL

Call for a Free Consultation
(800) 416-2055

www.TransitionConsultants.com

PRACTICE FOR SALE

JOANNA SHIPPOLI • (440) 891-2615
jshippoli@mjhlifesciences.com

Contact me to place your ad.

Partner with a leader that has 
40+ years of authority and trust in 
dermatology.

Contact me to place your ad today.

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

WANTED
Board Certifi ed, experienced dermatologist to perform 
screening exams on high net worth individuals in our 

offi ce located in southern Connecticut.  Must have Con-
necticut license and malpractice insurance.  

Respond to: ConnecticutLaserInstitute@gmail.com

CONNECTICUT

CAREERS

Reach your  
target audience. 

Our audience.
Contact me today  
to place your ad.

Joanna Shippoli
(440) 891-2615
jshippoli@mmhgroup.com
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ARAZLO™ (tazarotene) lotion, for topical use
Initial U.S. Approval: 1997
This Brief Summary does not include all the information needed to use ARAZLO safely and effectively; please see full 
Prescribing Information for ARAZLO.
INDICATIONS AND USAGE
ARAZLO™ (tazarotene) lotion, 0.045% is indicated for the topical treatment of acne vulgaris in patients 9 years of age and older.
CONTRAINDICATIONS
ARAZLO is contraindicated in pregnancy. ARAZLO may cause fetal harm when administered to a pregnant patient [see Warnings 
and Precautions, Use in Specific Populations].
WARNINGS AND PRECAUTIONS
Embryofetal Toxicity Based on data from animal reproduction studies, retinoid pharmacology and the potential for systemic 
absorption, ARAZLO may cause fetal harm when administered to a pregnant patient and is contraindicated during pregnancy. 
Safety in pregnant patients has not been established. The potential risk to the fetus outweighs the potential benefit to the 
mother; therefore, discontinue ARAZLO as soon as pregnancy is recognized. 
Tazarotene elicits malformations and developmental effects associated with retinoids after topical and oral administration to 
pregnant rats and rabbits during organogenesis. However, limited case reports of pregnancy in females enrolled in clinical trials 
for ARAZLO have not reported a clear association with tazarotene and major birth defects or miscarriage risk [see 
Contraindications, Use in Specific Populations].
Systemic exposure to tazarotenic acid is dependent upon the extent of the body surface area treated. In patients treated topically 
over sufficient body surface area, exposure could be in the same order of magnitude as in orally treated animals. Tazarotene is a 
teratogenic substance in animals, and it is not known what level of exposure is required for teratogenicity in humans.
Advise pregnant patients of the potential risk to a fetus. Obtain a pregnancy test within 2 weeks prior to ARAZLO therapy. Initiate 
ARAZLO therapy during a menstrual period. Advise patients of childbearing potential to use effective contraception during 
treatment with ARAZLO [see Dosage and Administration, Use in Specific Populations].  
Skin Irritation Patients using ARAZLO may experience application site pain, dryness, exfoliation, erythema, and pruritus. 
Depending upon severity of these adverse reactions, instruct patients to use a moisturizer, reduce the frequency of the 
application of ARAZLO, or discontinue use. Therapy can be resumed, or the frequency of application can be increased, as the 
patient becomes able to tolerate treatment.  
Avoid use of concomitant medications and cosmetics that have a strong drying effect. It is recommended to postpone treatment 
with ARAZLO until the drying effects of these products subside. 
Avoid application of ARAZLO to eczematous or sunburned skin.
Photosensitivity and Risk for Sunburn Because of heightened burning susceptibility, minimize unprotected exposure to 
ultraviolet light including sunlight and sunlamps during the use of ARAZLO. Warn patients who normally experience high levels 
of sun exposure and those with inherent sensitivity to sun to exercise caution. Use sunscreen products and protective clothing 
over treated areas when sun exposure cannot be avoided. Patients with sunburn should be advised not to use ARAZLO 
until fully recovered.
ARAZLO should be administered with caution if the patient is taking drugs known to be photosensitizers (e.g., thiazides, 
tetracyclines, fluoroquinolones, phenothiazines, sulfonamides) because of the increased possibility of 
augmented photosensitivity.
Weather extremes, such as wind or cold, may be more irritating to patients using ARAZLO. 
ADVERSE REACTIONS
The following serious adverse reactions are discussed in more detail in other sections:

• Embryofetal toxicity [see Warnings and Precautions]
• Photosensitivity and Risk of Sunburn [see Warnings and Precautions]

Clinical Trials Experience Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in clinical practice. 
In 2 multicenter, randomized, double-blind, vehicle-controlled clinical trials, subjects age 9 years and older applied ARAZLO or 
vehicle once daily for 12 weeks. The majority of subjects were White (74%) and female (66%). Approximately 22% were Hispanic/
Latino and 42% were younger than 18 years of age, fourteen of 779 subjects (1.8%) treated with ARAZLO were between 9 years to 
less than 12 years of age. Adverse reactions reported by ≥1% of subjects treated with ARAZLO and more frequently than subjects 
treated with vehicle are summarized in Table 1. Most adverse reactions were mild to moderate in severity. Severe adverse 
reactions represented 1.3% of the subjects treated. Overall, 2.4% (19/779) of subjects discontinued ARAZLO because of 
local skin reactions.

Table 1: Adverse Reactions Reported by ≥1% of the ARAZLO Group and More Frequently than the Vehicle Group
Adverse Reactions N (%)

ARAZLO Lotion N=779 Vehicle N=791
Application site pain1 41 (5) 2 (<1)
Application site dryness 30 (4) 1 (<1)
Application site exfoliation 16 (2) 0 (0)
Application site erythema 15 (2) 0 (0)
Application site pruritus 10 (1) 0 (0)

1Application site pain defined as application site stinging, burning, or pain
Skin irritation was evaluated by active assessment of erythema, scaling, itching, burning and stinging, with grades for none, 
mild, moderate, or severe. The maximum severity generally peaked at Week 2 of therapy and decreased thereafter. The 
percentage of subjects with these signs and symptoms at any post-baseline visit are summarized in Table 2.   

Table 2: Incidence of Local Cutaneous Irritation at any Post-Baseline Visit
ARAZLO Lotion

N=774
Mild/Moderate/Severe

Vehicle Lotion
N=789

Mild/Moderate/Severe
Erythema 49% 38%
Scaling 51% 23%
Itching 29% 14%
Burning 30% 6%
Stinging 22% 5%

DRUG INTERACTIONS
No formal drug-drug interaction studies were conducted with ARAZLO.
Concomitant use with oxidizing agents, as benzoyl peroxide, may cause degradation of tazarotene and may reduce the clinical 
efficacy of tazarotene. 
In a trial of 27 healthy female subjects, between the ages of 20–55 years, receiving a combination oral contraceptive tablet 
containing 1 mg norethindrone and 35 mcg ethinyl estradiol, the concomitant use of tazarotene administered as 1.1 mg orally 
(mean ± SD Cmax and AUC0-24 of tazarotenic acid were 28.9 ± 9.4 ng/mL and 120.6 ± 28.5 ng•hr/mL, respectively) did not affect the 
pharmacokinetics of norethindrone and ethinyl estradiol over a complete cycle.
The impact of tazarotene on the pharmacokinetics of progestin only oral contraceptives (i.e., minipills) has not been evaluated.
USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary ARAZLO is contraindicated in pregnancy.
There are no available data on ARAZLO use in pregnant patients to inform a drug-associated risk of major birth defects, 
miscarriage or adverse maternal or fetal outcomes. Based on data from animal reproduction studies, retinoid pharmacology, and 

the potential for systemic absorption, ARAZLO may cause fetal harm when administered to a pregnant patient and is 
contraindicated during pregnancy. The potential risk to the fetus outweighs the potential benefit to the mother; therefore, 
ARAZLO should be discontinued as soon as pregnancy is recognized. 
In animal reproduction studies with pregnant rats, reduced fetal body weights and reduced skeletal ossification were observed 
after topical administration of a tazarotene gel formulation during the period of organogenesis at a dose equivalent to the 
maximum recommended human dose (MRHD) (based on AUC comparison). In animal reproduction studies with pregnant 
rabbits, single incidences of known retinoid malformations, including spina bifida, hydrocephaly, and heart anomalies were 
observed after topical administration of a tazarotene gel formulation at 15 times the MRHD (based on AUC 
comparison) (see Data).  
In animal reproduction studies with pregnant rats and rabbits, malformations, fetal toxicity, developmental delays, and/or 
behavioral delays were observed after oral administration of tazarotene during the period of organogenesis at doses 1 and 30 
times, respectively, the MRHD (based on AUC comparison). In pregnant rats, decreased litter size, decreased numbers of live 
fetuses, decreased fetal body weights, and increased malformations were observed after oral administration of tazarotene prior 
to mating through early gestation at doses 6 times the MRHD (based on AUC comparison) (see Data). 
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies 
have a background risk of major birth defects, loss, and other adverse outcomes. In the U.S. general population, the estimated 
background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
Data
Animal Data In an embryofetal development study in rats, a tazarotene gel formulation, 0.5% (0.25 mg/kg/day tazarotene) was 
topically administered to pregnant rats during gestation days 6 through 17. Reduced fetal body weights and reduced skeletal 
ossification occurred at this dose (equivalent to the MRHD based on AUC comparison). In an embryofetal development study in 
rabbits, a tazarotene gel formulation, 0.5% (0.25 mg/kg/day tazarotene) was topically administered to pregnant rabbits during 
gestation days 6 through 18. Single incidences of known retinoid malformations, including spina bifida, hydrocephaly, and heart 
anomalies were noted at this dose (15 times the MRHD based on AUC comparison). 
When tazarotene was given orally to animals, developmental delays were seen in rats; malformations and post-implantation 
loss were observed in rats and rabbits at doses producing 1 and 30 times, respectively, the MRHD (based on AUC comparison).
In female rats orally administered 2 mg/kg/day of tazarotene from 15 days before mating through gestation day 7, classic 
developmental effects of retinoids including decreased number of implantation sites, decreased litter size, decreased numbers 
of live fetuses, and decreased fetal body weights were observed at this dose (6 times the MRHD based on AUC comparison). A 
low incidence of retinoid-related malformations was observed at this dose. 
In a pre- and postnatal development toxicity study, topical administration of a tazarotene gel formulation (0.125 mg/kg/day) to 
pregnant female rats from gestation day 16 through lactation day 20 reduced pup survival, but did not affect the reproductive 
capacity of the offspring. Based on data from another study, the systemic drug exposure in the rat at this dose would be 
equivalent to the MRHD (based on AUC comparison).
Lactation
Risk Summary There are no data on the presence of tazarotene or its metabolites in human milk, the effects on the breastfed 
infant, or the effects on milk production. After single topical doses of a 14C-tazarotene gel formulation to the skin of lactating rats, 
radioactivity was detected in rat milk. The developmental and health benefits of breastfeeding should be considered along with 
the mother’s clinical need for ARAZLO and any potential adverse effects on the breastfed child from ARAZLO.
Clinical Considerations To minimize potential exposure to the breastfed infant via breast milk, use ARAZLO for the shortest 
duration possible while breastfeeding. Advise breastfeeding patients not to apply ARAZLO directly to the nipple and areola to 
prevent direct infant exposure.
Females and Males of Reproductive Potential
Pregnancy Testing Pregnancy testing is recommended for patients of childbearing potential within 2 weeks prior to initiating 
ARAZLO therapy which should begin during a menstrual period.
Contraception Advise patients of childbearing potential to use effective contraception during treatment with ARAZLO.
Pediatric Use Safety and effectiveness of ARAZLO for the topical treatment of acne vulgaris have been established in pediatric 
patients age 9 years and older based on evidence from two multicenter, randomized, double-blind, parallel-group, 
vehicle-controlled, 12-week clinical trials and an open-label pharmacokinetic study. A total of 300 pediatric subjects aged 9 to 
less than 17 years received ARAZLO in the clinical studies [see Clinical Pharmacology and Clinical Studies].
The safety and effectiveness of ARAZLO in pediatric patients below the age of 9 years have not been established.
Geriatric Use Clinical trials of ARAZLO did not include sufficient numbers of subjects age 65 years and older to determine whether 
they respond differently from younger subjects.
OVERDOSAGE
Oral ingestion of the drug may lead to the same adverse effects as those associated with excessive oral intake of Vitamin A 
(hypervitaminosis A) or other retinoids. If oral ingestion occurs, monitor the patient closely and administer appropriate 
supportive measures, as necessary.
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility A long-term study of tazarotene following oral administration of 0.025, 
0.050, and 0.125 mg/kg/day to rats showed no indications of increased carcinogenic risks. Based on pharmacokinetic data from a 
shorter-term study in rats, the highest dose of 0.125 mg/kg/day was anticipated to give systemic exposure in the rat equivalent 
to the MRHD (based on AUC comparison). 
A long-term study with topical application of up to 0.1% of tazarotene in a gel formulation in mice terminated at 88 weeks 
showed that dose levels of 0.05, 0.125, 0.25, and 1 mg/kg/day (reduced to 0.5 mg/kg/day for males after 41 weeks due to severe 
dermal irritation) revealed no apparent carcinogenic effects when compared to vehicle control animals. Tazarotenic acid systemic 
exposures at the highest dose was 7 times the MRHD (based on AUC comparison). 
Tazarotene was non-mutagenic in the Ames assay and did not produce structural chromosomal aberrations in human 
lymphocytes. Tazarotene was non-mutagenic in CHO/HGPRT mammalian cell forward gene mutation assay and was 
non-clastogenic in an in vivo mouse micronucleus test.
No impairment of fertility occurred in rats when male animals were treated for 70 days prior to mating and female animals were 
treated for 14 days prior to mating and continuing through gestation and lactation with topical doses of a tazarotene gel 
formulation up to 0.125 mg/kg/day. Based on data from another study, the systemic drug exposure in the rat at the highest dose 
was equivalent to the MRHD (based on AUC comparison). 
No impairment of mating performance or fertility was observed in male rats treated for 70 days prior to mating with oral doses 
of tazarotene up to 1 mg/kg/day which produced a systemic exposure 4 times the MRHD (based on AUC comparison). 
No impairment of mating performance or fertility was observed in female rats treated for 15 days prior to mating and continuing 
through gestation day 7 with oral doses of tazarotene up to 2 mg/kg/day. However, there was a significant decrease in the 
number of estrous stages and an increase in developmental effects at that dose which produced a systemic exposure 6 times the 
MRHD (based on AUC comparison). 
Distributed by:
Bausch Health US, LLC 
Bridgewater, NJ 08807 USA
Manufactured by:
Bausch Health Companies Inc. 
Laval, Quebec H7L 4A8, Canada 
U.S. Patent Number: 6,517,847 
ARAZLO is a trademark of Bausch Health Companies Inc. or its affiliates.
© 2020 Bausch Health Companies Inc. or its affiliates  
9701200            ARZ.0036.USA.19
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Indication
ARAZLO™ (tazarotene) Lotion, 0.045% is indicated for the topical treatment of acne 
vulgaris in patients 9 years of age and older.

Important Safety Information
ARAZLO Lotion is for topical use only. Not for oral, ophthalmic, or intravaginal use.
Contraindication
ARAZLO Lotion is contraindicated in pregnancy due to the potential harm to the fetus. 
Warnings and Precautions
Embryofetal Risk Females of childbearing potential should be warned of the 
potential risk and should use adequate birth-control measures when ARAZLO Lotion 
is used. A negative result for pregnancy should be obtained within 2 weeks prior to 
ARAZLO Lotion therapy, and therapy begun during a menstrual period. If the patient 
becomes pregnant while using ARAZLO Lotion, treatment should be discontinued.
Skin Irritation Patients using ARAZLO Lotion may experience application site pain, 
dryness, exfoliation, erythema, and pruritus. Depending upon severity, adjust or 
interrupt dosing as needed, increasing or resuming treatment as tolerated. Avoid 
application of ARAZLO Lotion to eczematous or sunburned skin.
Photosensitivity and Risk for Sunburn Minimize unprotected exposure to 
ultraviolet light, including sunlight, sunlamps and tanning beds, during the use of 

References: 1. ARAZLO Lotion [prescribing information]. Bridgewater, NJ. Bausch Health US, LLC. 2. Tanghetti EA, Kircik LH, Green LJ, et al. A phase 2, 
multicenter, double-blind, randomized, vehicle-controlled clinical study to compare the safety and effi cacy of a novel tazarotene 0.045% lotion and tazarotene 
0.1% cream in the treatment of moderate-to-severe acne vulgaris. J Drugs Dermatol. 2019;18(6):542-548. 3. Food and Drug Administration. Orange Book: 
Approved Drug Products with Therapeutic Equivalence Evaluations. https://www.accessdata.fda.gov/scripts/cder/ob/index.cfm. Accessed October 10, 2019. 
4. Data on fi le.

* Treatment success on the Evaluator’s Global Severity Score (EGSS) was defi ned as at least a 2-grade improvement from baseline and an EGSS score of clear (0) or almost clear (1).1

† Phase 3 study design: The safety and effi cacy of ARAZLO Lotion were assessed in 2 multicenter, randomized, double-blind clinical trials of 1,614 subjects aged 9 years and older with facial 
acne vulgaris. Subjects had a score of moderate (3) or severe (4) on the EGSS, 20 to 50 infl ammatory lesions, 25 to 100 noninfl ammatory lesions, and 2 or fewer facial nodules.1

ARAZLO is a trademark of Ortho Dermatologics’ affi liated entities. 
©2020 Ortho Dermatologics’ affi liated entities. ARZ.0014.USA.20

ARAZLO Lotion. Warn patients with high levels of sun exposure and those with 
inherent sensitivity to sun to exercise caution. Instruct patients to use sunscreen 
products and protective clothing over treated areas when sun exposure cannot 
be avoided. 

ARAZLO Lotion should be administered with caution if the patient is taking drugs 
known to be photosensitizers (eg, thiazides, tetracyclines, fl uoroquinolones, 
phenothiazines, sulfonamides) because of the increased possibility of augmented 
photosensitivity.
Weather extremes, such as wind or cold, may be more irritating to patients using 
ARAZLO Lotion. 
Adverse Reactions The most common adverse reactions (in ≥1% of patients 
and greater than vehicle) were: application site pain, dryness, exfoliation, erythema, 
and pruritus.
To report SUSPECTED ADVERSE REACTIONS, contact Bausch Health US, LLC at 
1-800-321-4576 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
Please see Brief Summary of full Prescribing Information on following page.

SEE WHAT’S POSSIBLE AT ARAZLO.COM

FOR YOUR PATIENTS WITH ACNE VULGARIS

ARAZLO is the fi rst and only tazarotene lotion, formulated with polymeric emulsion 
technology, to help deliver the clearance you expect and the tolerability you want1-3

  Treatment success* rates were 26% for ARAZLO Lotion vs 13% for vehicle in 
study 1 and 30% vs 17%, respectively, in study 2 (P<0.001 in both studies)1,4†

  Most common adverse events (≥1% of patients and greater than vehicle) 
at application site were pain (5%), dryness (4%), exfoliation (2%),
erythema (2%), and pruritus (1%)1†

NEW!

TAZAROTENE CODE
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