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

Hair transplantation 
outcomes improve
THE HISTORY OF HAIR TRANSPLANTATION surgery is characterized by an ongoing evolution 
in terms of techniques and technologies. Introduction of follicular unit extraction/excision 
(FUE) in the early 2000s was a revolutionary event that created a lot of excitement and was 
expected by some to totally replace follicular unit transplantation/transfer (FUT). 

Current best practice now recognizes that both FUE and FUT have a place in the hair 
restoration surgeon’s toolbox, according to dermatologists who specialize in hair loss and 
hair restoration. HAIRCONTINUES ON PAGE 39

S K I N  CAN C E R

Sunscreen 
controversies 
confuse consumers
CHERYL GUTTMAN KRADER, B.S. PHARM | Sta�  Correspondent

MEDIA REPORTS ABOUT SUNSCREEN USE, including its poten-
tial harms, can lead consumers to wonder whether they should 
be using sunscreens for photoprotection and which product 
to choose. 

Adam Friedman, M.D., says dermatologists need to be 
knowledgeable about the controversies and be prepared to 
answer patients’ questions with information that will reinforce 
the importance of sunscreen use. 

“People from certain special interest groups and industries 
are disseminating claims and reports associating sunscreens 
with a range of deleterious effects. When the data are care-
fully examined; however, it is clear there is no valid founda-
tion for the existing concerns,” says Dr. Friedman, professor 
and interim chair of dermatology, The George Washington Uni-

SUNSCREENCONTINUES ON PAGE 34

ANT IAGAI N G

Topical effi cacy mixed          IL-17 inhibition          Treatment during COVID-19
ACNE ROSACEA PSORIASIS

CLINICAL INSIGHTS THAT EXPAND EXPERTISE AND ADVANCE PRACTICE Volume 41, Number 7  |  July 2020

 Hair 
transplant 
800 grafts 

FUT for 
traction 

alopecia.

COVID-19 through the eyes of residents and fellows on NYC’s frontlines

EIGHTEEN RESIDENTS and fellows in the midst of 
their dermatology training at New York City’s 
Albert Einstein College of Medicine didn’t antic-
ipate a crash course in crisis medicine and infec-
tious diseases. But when they got the call to help at 
the frontlines of overwhelmed Bronx-based hospi-
tals during the height of the COVID-19 pandemic, 
they stepped up and volunteered.

At the height of the crisis, hospitals in the Bronx 
in the Monte� ore Health System and the Health 
and Hospitals Corporation network had more than 
2,000 patients with COVID-19. The medical � oors 
became overwhelmed and put out a call for volun-
teers in all medical specialties, according to Ste-
ven R. Cohen, M.D., M.P.H., professor and chief 
of dermatology at Albert Einstein College of Med-
icine and Monte� ore Medical Center. 

“Pretty much, it was all hands on deck. We 

have 20 residents and two fellows. Virtually every-
body was involved in some way. They were totally 
heroic,” Dr. Cohen says. 

Emily Hejazi, M.D., a fourth-year dermatology 
resident at Albert Einstein College of Medicine/
Monte� ore, was deployed to Wake� eld Hospital, 
a community hospital, to work on the COVID-19 
ward as a general medicine doctor.

“We were responsible for the complete care of the 

LISETTE HILTON  | Sta�  Correspondent

RESIDENTS CONTINUES ON PAGE 45
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At the height of the COVID-19 pandemic, physi-
cians across all specialties answered the call to 
serve communities, colleagues and patients in 
need. Residents and fellows also have been among 
the heroes on the frontlines of this mission. In our 
cover story, we used some space to recognize 
the actions and the experiences of some of der-
matology’s own who have served at the heart of 
the response in New York City. This group of young 
doctors got a crash course in infectious diseases, 
drawing upon their early broader medical train-
ing. While the volunteer time may have derailed 
dermatology training for some, none will forget the 
experience. For many, it has served to make them 
more well-rounded physicians and, they say, will 
shape how they practice medicine. One physi-
cian, in particular, will even continue his involve-
ment in the effort to fight COVID-19. Don’t miss their 
story starting on our cover this month. 

We also have chosen to continue to address 
some of the COVID-19-related areas of consider-
ation, such as the impact of biologics on the risk 
of developing respiratory disease.

In other sections; however, we’ve provided high-
lights of studies on therapies that appear to improve 
symptoms of common skin diseases. In rosacea, the 
IL-17 path has become a target of interest, and an 
exploratory study finds that secukinumab appears 

to be safe and effective in patients with moder-
ate-to-severe papulopustular disease. Another tar-
get may be vascular, as researchers examined the 
synergy between oxymetazoline and energy-based 
devices in improving erythema. 

Atopic dermatitis appears to improve with high-
er concentrations of ruxolitinib, one report indi-
cates, while a phase 2 study shows a high-affinity 
IL-13 inhibitor may be effective with few side effects. 
In our skin cancer coverage, we’re exploring the 
implications of immunotherapy on nonmelano-
ma, as well as the confusion among consumers 
related to sunscreen protection to minimize skin 
cancer risk. 

Finally, in the area of anti-aging, hair transplan-
tation outcomes have improved and we’re shar-
ing current best practices and advancements, 
as well as one expert’s evaluation of an injection 
technique to improve volume in facial rejuvena-
tion procedures. 

Just as service lies at the heart of your mission, 
it also is at the heart of ours. As always, we hope 
the information within informs your patient care, 
and we look forward to and appreciate any feed-
back to help us improve our service to you. Stay 
safe and well! 

MIKE HENNESSY, SR., IS CHAIRMAN AND FOUNDER OF DERMATOLOGY TIMES’ 
PARENT COMPANY, MJH LIFE SCIENCES.

by MIKE HENNESSY, SR 

At the heart of a mission
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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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AN IL-23 INHIBITOR FOR ADULTS WITH MODERATE TO SEVERE PL AQUE PSORIASIS1
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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. 
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P A R T N E R  C O P Y

Natural skincare is in. But it isn’t al-
ways clear what natural skincare is. 

Natural skincare accounted for 
more than a quarter of the $5.6 
billion in annual skincare sales in 
2018. Consumer demand for nat-
ural skincare brands grew 23% 
to $1.6 billion from 2017 to 2018, 
authors reported in an editori-
al published last year in JAMA 
Dermatology.

Big data and predictive analytics 
provider IRI reported in 2018 that 
the natural health and beauty cat-
egory was expected to continue to 
grow about 10% annually through 
2021.

The challenge for providers who 
answer patients’ questions about 
natural skincare products is to sep-
arate the claims from actual data. 
With no formal FDA defi nition for 
“natural” skincare, the market re-
mains masked by a cloud of un-
certainty for consumers and even 
providers.

DT: How do you defi ne natural 
skincare? 
Dr. Zeichner: Most experts would agree 
that natural skincare products are 
products that are free of synthet-
ic fragrances, dyes, parabens, sul-
fates and phthalates. Many of these 
products also use ingredients that 
are naturally sourced, or botanical 
ingredients that have therapeutic 
e� ects on skin. 

Dr. Gunt: To get clarity on what is truly 

So, exactly what is “natural”
skincare and does it work?

Dermatologist Joshua Zeichner, M.D., director of 
cosmetic and clinical research in dermatology at 

Mount Sinai Hospital, and Hemali Gunt, Ph.D., 
head of clinical and scientifi c a� airs at Burt’s 

Bees, a leader in evidence-based natural 
skincare, help sort through the natural 
skincare clutter in this expert Q&A.

Hemali Gunt, Ph.D.

Joshua Zeichner, M.D.

Q&A
The state of natural skincare 

a natural skincare product, Burt’s 
Bees scientists have worked pro-
actively with and adopted the in-
ternational consensus based on 
guidelines for natural and organic 
cosmetic products by the Interna-
tional Organization for Standard-
ization (ISO) (ISO 16128). 

In a nutshell, natural skincare 
has ingredients that are found in 
and derived from nature and there 
is a huge piece to this, which re-
lates to responsible sourcing prac-
tices. We do not test products on 
animals. We formulate all our prod-
ucts without any phthalates, para-
bens, petrolatum. Petrochemical 
feedstocks are strictly prohibited. 

DT: What’s fueling the natural 
trend in skincare?
Dr. Zeichner: Consumers are much 
more aware of what they’re put-
ting into their bodies and what 
they’re putting onto their skin, so 
they’re paying more attention to 
ingredients. 

Now that I’ve been seeing pa-
tients through video visits due 
to the COVID-19 pandemic, I’ve 
received an infl ux of patients re-
questing skincare consultations. 
Many people are wearing face-
masks on a regular basis and 
these facemasks are causing sig-
nifi cant harm to the skin, caus-
ing friction and indirectly trapping 
moisture and increasing levels of 
bacteria and other micro-organ-
isms on the skin. This is resulting in 

conditions like acne, rosacea and 
skin sensitivity. 

This is a great time for derma-
tologists to have natural, non-irri-
tating products that we can rec-
ommend that will continue to give 
patients antiaging benefi ts that 
they’re looking for without creating 
more irritation. 

With natural skincare’s increas-
ing popularity, it’s becoming more 
important for physicians to better 
understand which products are safe 
and e� ective for their patients, and 
we’re looking to make sure there is 
sound science to back them up. 

DT: What are today’s hero or 
trending natural skincare 
ingredients?
Dr. Zeichner:  I think bakuchiol is per-
haps the hottest natural ingredient 
on the market. Bakuchiol is a natural 
extract pressed from the seed of the 
bakuchiol plant. It is thought to work 
in the same pathway as retinol. How-
ever, bakuchiol has the advantage 
of not causing skin irritation and not 
making the skin sensitive to sunlight. 
Bakuchiol is well studied in the skin 
and has been shown to be e� ective 
in strengthening skin and stimulat-
ing collagen. 

Dr. Gunt:  In addition to bakuchi-
ol, our skincare regimens include 
well-studied natural ingredients 
such as aloe, honey and rice ex-
tract. Rice extract is used a lot 
in Asian cultures. Asian farmers 
working in rice paddies are known 
to cleanse their faces and hands 
with rice water. Despite the sun 
exposure, their skin doesn’t seem 
to sunburn as easily and retains 
its elasticity. In vitro studies have 
shown that rice extract upregu-
lates the SIRT1 expression which 
is associated with increased cel-
lular longevity. Our research on its 
powerful anti-infl ammatory activity 

has shown it reduces skin sensitiv-
ity and protects skin from environ-
mental damage. 

But I have to admit, I struggled 
with this question a bit because 
calling something a hero ingredi-
ent means there is one active that 
is doing all the heavy lifting. It’s 
implying that one ingredient is re-
sponsible for all the benefi ts in the 
product. 

Our product matrices, which 
contain waxes, oils and butters, 
are inherently powerful ingredi-
ents. These have their own inher-
ent functionality. We make sure 
that each ingredient that goes into 
our products serves a specifi c 
purpose. For example, everybody 
knows about shea butter, a matrix 
of several di� erent bioactive com-
ponents. Shea butter doesn’t just 
moisturize the skin but also pro-
vides anti-infl ammatory and anti-
oxidant components. Recent re-
search suggests shea butter might 
be a natural alternative to cera-
mide-precursor product for people 
with atopic dermatitis. 

The key message here is that ef-
fective natural skincare is not nec-
essarily one ingredient but a com-
bination of ingredients that work 
well together and in synergy to pro-
vide skin health. 

DT: How do providers decide 
what to recommend to patients 
in the way of natural skincare 
products?
Dr. Zeichner: As with any other products, 
I look for companies that provide 
data to show that the ingredients are 
e� ective. I usually refer patients to 
brands that have a long heritage of 
creating a quality product. <
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Patient appearance challenges

One of the easiest ways to minimize the 
appearance of oily skin is to disrupt the 
sebum � lm."

Q  What skincare products do you 
recommend to a patient who desires 
smaller appearing pores?
Trying to decrease apparent pore size is chal-
lenging, especially since the pore size is � xed 
and genetically determined. The size of the 
pore is related to the size of the underlying 
sebaceous gland, with larger glands produc-
ing larger pores. The quickest way to reduce 
the appearance of large pores is to apply a facial 
foundation with light-re� ecting particles, such 
as mica or � sh scale. The tiny light-re� ective 
particles create an optical illusion by lodging 
in the pores and decreasing the pore shadow. 
The e� ect is temporary until the makeup � lm is 
destroyed or removed.

Nevertheless, the pore may be expanded by 
retained sebum and skin debris. These mate-
rials can be removed to minimize the pore 
appearance with the use of the newer facial 
cleansing devices and an exfoliant toner. 

The best devices for cleaning pores use sil-
icone heads instead of the more traditional 
brush heads. The patterned mechanized sil-
icone heads act as wiper blades to pull and 
stretch the pores while wiping out the retained 
material. Several di� erent patterns of silicone 
heads are available that produce gentle-to-vig-
orous cleansing.

The material within the pore can be loos-
ened for better removal with cleansing by using 
toner cleansing pads impregnated with salicylic 
acid, urea and glycolic acid. The pads are made 
of a textured hydroentangled material that can 
provide a superior cleaning surface. The sali-
cylic acid loosens the pore debris that is oil sol-

uble while the urea and glycolic acid loosen the 
water-soluble debris. Using these pads in con-
junction with the silicone cleansing head can 
remove any material expanding the pore, but 
continued use is necessary to maintain the tem-
porary e� ect.

Q  What do I tell patients who want 
smoother, softer skin?
The traditional approach to achieving 
smoother, softer skin is to recommend the 
use of moisturizers that create the tactile and 
visual illusion of smoother, softer skin. This is 
achieved by using � lm-forming dimethicone 
crosspolymers that � ll in skin depressions to 
create a temporary smooth surface. Emollients, 
such as dimethicone and cyclomethicone, 
reduce surface friction by temporarily creating 
skin softness by smoothing down desquamat-
ing skin scale.

This temporary e� ect can be improved by 
adding an exfoliant scrub containing particu-
late materials to remove desquamating corneo-
cytes. The particles dissolved in a cleansing liq-
uid will physically knock o�  the desquamat-
ing corneocytes enhancing both skin smooth-
ness and softness. The most aggressive scrub 
is achieved with magnesium oxide particles. 
This type of scrub can be used once weekly or 
more frequently in patients with very leathery, 
coarse skin. For a less aggressive weekly scrub, 
ground fruit pits can be used. For a more gen-
tle, daily scrub, sugar granules in a cleanser can 
be used. Finally, for patients with sensitive skin, 
a dissolving scrub containing sodium tetrabo-
rate decahydrate is suitable since the scrubbing 

granules will dissolve with pressure and water 
preventing the patient from damaging the skin. 
Thus, a cleansing scrub can be added to mois-
turizers to create longer-lasting and better per-
forming smooth, soft skin.

Q  How do I help patients who say their 
skin is too oily?
Dealing with oily skin can be challenging for 
both the dermatologist and the patient. When 
sebum exits the sebaceous glands and spreads 
out to cover the skin surface, it creates an even 
� lm allowing enhanced light re� ection from the 
skin to create the appearance of oily skin. One 
of the easiest ways to minimize the appearance 
of oily skin is to disrupt the sebum � lm. This 
is usually accomplished by removing the � lm 
with soap and water, but facial cleansing is not 
always possible.

Another way to prevent the appearance of 
oily skin is to use a mattifying lotion. Mattify-
ing lotions contain cyclopentasiloxane, which 
is a silicone elastomer that dissolves the sebum 
and disrupts the � lm. The mattifying lotion can 
be applied � rst to a clean washed face followed 
by a layer of facial powder. The facial pow-
der contains talc, which is powdered hydrous 
magnesium silicate that absorbs oil. The use of 
a mattifying lotion covered with face powder 
can increate the time it takes to get the oily face 
appearance. If cleansing is not possible, oil blot-
ting papers can be used. These papers are tis-
sue paper squares that are pressed into the face 
to absorb oil. They are carried in a small con-
tainer much like facial tissue and are gaining 
popularity in the United States. 

cosmetic conundrums

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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“Presently, clinicians often choose topical 
retinoids and antimicrobials as the first choice 
of treatment for mild and moderate acne. The 
data in this review show there is no high-qual-
ity evidence to determine the effects of the top-
ical treatments azelaic acid, salicylic acid, nico-
tinamide, sulfur, zinc and alpha hydroxy acid 
over the commonly used topical drugs. In some 
cases, the comparative studies suggest no differ-
ence between these topical treatments and com-
monly used retinoids or antimicrobials, but we 
cannot draw definitive conclusions due to very 
low- to low-quality evidence,” the authors wrote.

There isn’t sufficient evidence to determine 
the efficacy and safety of zinc, sulfur and glu-
conolactone, the authors write, and the limited 
number of trials as well as inadequate reporting 
made obtaining high-quality evidence challeng-
ing. In the absence of high-quality evidence for 
these treatments, the authors suggest that clinical 
decisions may continue to be guided by clinical 
experiences and patients’ preferences. 

“There is a need for further head-to-head 
comparisons of the topical treatments azelaic 
acid, salicylic acid, nicotinamide and glycolic 
acid with commonly used active drugs (i.e., topi-
cal retinoids and antimicrobials). Moreover, trials 
comparing these topical treatments with vehicle/
placebo or no treatment are also required. This 
will confirm their efficacy for treating mild to 
moderate acne,” the authors wrote. 
Disclosures: 
Dr. Peinemann reports no relevant disclosures.

Reference:
1  Liu H, Yu H, Xia J, Liu L, Liu GJ, Sang H, Peinemann F. Topical azelaic acid, salicylic 

acid, nicotinamide, sulphur, zinc and fruit acid (alpha-hydroxy acid) for acne. 
Cochrane Database Syst Rev. 2020 May 1;5:CD011368.

A recent Cochrane review1 evaluated 
the therapeutic value of several topi-
cal acne treatments against placebo, 
no treatment and other topical treat-

ments, finding mixed results. 
The therapeutic success of any given acne 

treatment hinges on many different factors and 
fortunately, clinicians currently have a number of 
effective anti-acne agents in their armamentarium. 

“Treatments options for acne are often targeted 
at the factors implicated in acne development, such 
as sebaceous hypersecretion, abnormal keratiniza-
tion, C. acnes bacteria colonization, and the inflam-
mation process,” writes Frank Peinemann, M.D., 
pediatric oncology and hematology, Children’s 
Hospital, University of Cologne, Cologne, Ger-
many, and fellow researchers. “The choice of treat-
ments depends on the type and extent of the acne.” 

Topical retinoids such as adapalene and treti-
noin, and antimicrobials such as benzoyl perox-
ide and antibiotics can all be considered first-line 
therapies; however, the clinical benefit of other 
topical acne medications including azelaic acid, 
salicylic acid, nicotinamide, sulfur, zinc and 
alpha hydroxy acid is unclear. 

Researchers assessed the effects of six topical 
treatments including azelaic acid, salicylic acid, 
nicotinamide, zinc, alpha hydroxy acid and sulfur 

on patients with acne when compared with pla-
cebo, no treatment, or other topical treatments. 
Numerous databases such as the Cochrane Skin 
Group Specialized Register, CENTRAL, MED-
LINE, Embase and LILACS, as well as five trial 
registers were searched through May 2019 to 
include a review of 49 trials with a total of 3,880 
reported participants. 

The vast majority of subjects were female, aged 
between 12 to 30 years, with mild to moderate acne. 
Nearly 60% of the trials treated patients for longer 
than eight weeks, and study duration ranged from 
three months to three years. Key outcomes included 
participants’ global self-assessment of acne improve-
ment (PGA), withdrawal for any reason, minor 
adverse events, and quality of life.

Researchers identified studies with moder-
ate-quality evidence showing that azelaic acid is 
probably less effective than benzoyl peroxide in 
terms of treatment response (PGA), and there is 
probably little or no difference when comparing 
azelaic acid to tretinoin. Results also showed that 
for other comparisons and outcomes of topical treat-
ments, the quality of evidence was low or very low. 

According to the researchers, the quality of evi-
dence was mixed for the PGA outcomes (very low 
to moderate), mainly low quality for withdrawals, 
and very low quality for total minor side effects.

Researchers found mixed 
quality of evidence for PGA 
outcomes.

Forty-nine trials with over 
3,000 participants were 
included in the review.

A recent Cochrane review 
compared the benefits of several 
topical acne treatments.

In the absence of high-quality evidence, 
management decisions should be guided by 
clinical experiences and patient preferences.

High-quality evidence does not support beneficial effects
ILYA PETROU, M.D.  | Staff Correspondent

Topical efficacy mixed 

“ There is a need for further head-to-head  
comparisons of the topical treatments.”
 
Frank Peinemann, M.D., and colleagues
Children’s Hospital, University of Cologne, Germany

Quick TAKES
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Authors suggest topical retinoid maintenance 
therapy be continued for two years after oral Tx 
in teens to reduce risk of scarring.

Either isotretinoin or topical retinoid use during 
adolescence did decrease the number of 
scars formed in adulthood.

Study found antibiotic Tx in teen years 
did not reduce later acne scarring 
caused by persistent adult acne.

Risk of scarring associated 
with persistent acne
INGRID TORJESEN | Staff Correspondent

T he choice of treatment for acne in 
adolescence may impact the risk of 
later scar formation when the condi-
tion persists into adulthood, accord-

ing to a study published in Cutis.1 Opting for 
isotretinoin or topical retinoids rather than anti-
biotics when treating teens may help reduce that 
risk, the study authors suggest.

Both persistent adult acne, defined as acne 
that continues or reoccurs after adolescence, and 
late-onset acne are considered difficult cases as 
they can often be resistant to treatment.2 Adult 
skin also tends to be more sensitive to topical 
agents, which increase the risk of scarring. 

Topical and oral retinoids have been success-
fully used for decades to treat acne, and their 
anti-inf lammatory activity acts against come-
dones. American Academy of Dermatology 
guidelines also emphasize that retinoids have an 
important role to play in acne therapy.3

This study included 111 consecutive patients 
(101 women and 10 men) who visited the Nova 
Derm Dermatology Centre between May 2015 
and January 2016 for adult acne. All patients were 
aged 25 years and older; 20 patients were aged 
25–29 years; 61 were aged 30–39 years; and 30 
were 40 years or older.

Ninety one patients (81.98%) had persistent 
adult acne, of which 68.13% described their dis-
ease as severe, but 43.96% of patients with persistent 
adult acne underwent no treatment with antibiotics, 
isotretinoin or topical retinoids during adolescence. 

Overall 80.22% of patients with persistent 
adult acne never used topical retinoids during ado-
lescence and did not receive maintenance therapy, 
which may be because there were no strict recom-
mendations regarding retinoid treatment when 
these patients were adolescents or young adults, 
write study authors Ewa Chlebus, M.D., Ph.D, 
Nova Dermatology Centre, and Marcin Chlebus, 
Ph.D., University of Warsaw, Warsaw, Poland.

In contrast, only one patient older than 25 years 
with late-onset adult acne (<1%) had never received 
treatment with oral antibiotics, isotretinoin treat-
ment or topical retinoids. Only 25.27% of patients 
had not been treated with topical retinoids, and 
35.16% completed at least two treatment courses, 
which is likely to be the results of the spread of 
knowledge over the last 25 years about the benefits 
of topical retinoids, adds study authors.

Acne scarring was evident in 53.85% of 
patients with persistent adult acne, and the like-
lihood of scarring varied according to the treat-
ment received in adolescence.

“We found that using oral antibiotics did not 
diminish the number of scars among persistent 
adult acne patients in adulthood. In contrast, 
isotretinoin or topical retinoid treatment during 
adolescence decreased the risk for scars occur-
ring during adulthood,” the study authors 
write. “The decrease of scar formation in 
adult acne due to retinoid treatment in ado-
lescence indirectly justifies the role of main-
tenance therapy with topical retinoids.” 

Regarding the findings, Dr. Chlebus 
tells Dermatology Times, “It is well-know 
that severe acne is an indication for oral 
isotretinoin, which reduces scarring. 
However, it is not commonly accepted 
to treat patients with chronic, less severe 
acne lesions with oral isotretinoin.”

She adds that the evidence suggests that 
isotretinoin can be administered in small 
doses for a little longer than one year.

“Topical retinoid maintenance therapy is 
not commonly used either,” Dr. Chlebus adds. 
“It seems that topical retinoid maintenance ther-
apy should be continued for up to two years after 
oral treatment in order to reduce scarring.”

Many adolescent patients do not tolerate the 
irritation caused by retinoids, Dr. Chlebus 
mentions to Dermatology Times. 

“They do not want to accept this uncomfort-
able situation. Adolescent patients expect topical 
treatment to be smooth and pleasant,” she says. 
“Moreover, they need an explanation about the 
role of comedones. These patients are mostly 
preoccupied with skin inflammation, which is 
treated with external antibiotics.” 
References:
1  Chlebus E, Chlebus M. The role of adolescent acne treatment in formation of 

scars Among patients with persistent adult acne: evidence from an observa-
tional study. Cutis. 2019;104(1):57-61.

2  Dréno B, Layton A, Zouboulis CC, et al. Adult female acne: a new paradigm. J Eur 
Acad Dermatol Venereol. 2013;27(9):1063-1070.

3  Zaenglein AL, Pathy AL, Schlosser BJ, et al. Guidelines of care for the manage-
ment of acne vulgaris. J Am Acad Dermatol. 2016;74(5):945-73.e33.
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INDICATION AND USAGE

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

IMPORTANT SAFETY INFORMATION

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

Please see Brief Summary of Prescribing Information on following page.

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

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

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

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

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

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

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

IGA=Investigator’s Global Assessment.

Most commercially insured 
patients pay as little as $20*

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

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

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

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

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

      CONTRAINDICATIONS 
None. 

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

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

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

      ADVERSE REACTIONS 
Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in practice. 
Clinical Trials Conducted in Subjects 18 years and older with Psoriasis 
The rates of adverse reactions described below were from three randomized, multicenter, 
vehicle and/or active-controlled clinical trials in adult subjects with plaque psoriasis. 
Subjects applied study product once daily for 4 weeks, and the median weekly dose of 
Enstilar Foam was 25 grams. Adverse reactions reported in <1% of adult subjects treated 
with Enstilar Foam included: application site irritation, application site pruritus, folliculitis, 
skin hypopigmentation, hypercalcemia, urticaria, and exacerbation of psoriasis. 

Clinical Trials Conducted in Subjects 12 to 17 years with Psoriasis 
In one uncontrolled clinical trial, 106 subjects aged 12 to 17 years with plaque psoriasis of 
the scalp and body applied Enstilar Foam once daily for up to 4 weeks. The median weekly 
dose was 40 grams. Adverse reactions reported in <1% of pediatric subjects treated were 
acne, erythema, application site pain, and skin reactions. 
Postmarketing Experience 
Because adverse reactions are reported voluntarily from a population of uncertain size, it 
is not always possible to reliably estimate their frequency or establish a causal relationship 
to drug exposure. 
Postmarketing reports for local adverse reactions to topical corticosteroids included atrophy, 
striae, telangiectasia, dryness, perioral dermatitis, secondary infection, and miliaria. 
Ophthalmic adverse reactions of cataracts, glaucoma, increased intraocular pressure, and 
central serous chorioretinopathy have been reported with the use of topical corticosteroids, 
including topical betamethasone products. 

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

      NONCLINICAL TOXICOLOGY 
Carcinogenesis, Mutagenesis, Impairment of Fertility 
When calcipotriene was applied topically to mice for up to 24 months at dosages of 3,  
10, and 30 mcg/kg/day (9, 30, and 90 mcg/m2/day, respectively), no significant changes 
in tumor incidence were observed when compared to control. 
A 104-week oral carcinogenicity study was conducted with calcipotriene in male and 
female rats at doses of 1, 5, and 15 mcg/kg/day (6, 30, and 90 mcg/m2/day, respectively). 
Beginning week 71, the dosage for high-dose animals of both genders was reduced to  
10 mcg/kg/day (60 mcg/m2/day). A treatment-related increase in benign C-cell adenomas 
was observed in the thyroid of females that received 15 mcg/kg/day. A treatment-related 
increase in benign pheochromocytomas was observed in the adrenal glands of males that 
received 15 mcg/kg/day. No other statistically significant differences in tumor incidence 
were observed when compared to control. The relevance of these findings to patients is 
unknown. 

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

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

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

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

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

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

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

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

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

Manufactured by: LEO Laboratories Ltd., 285 Cashel Road, Dublin 12, Ireland 
or 
Colep Laupheim GmbH & Co. KG, Fockestraße 12, 88471 Laupheim, Germany (DE) 
Distributed by: LEO Pharma Inc., Madison, NJ 07940, USA 
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Based on knowledge gained during 
approximately four decades of experi-
ence with isotretinoin for the treatment 
of severe acne both in clinical practice 

and clinical research, James J. Leyden, M.D., 
says he has formed some fairly opinionated con-
clusions about dosing of the oral retinoid. 

Speaking about “this incredible drug” at 
Maui Derm for Dermatologists 2020, Maui, 
Hawaii, Dr. Leyden shared his insights, includ-
ing its place in his streamlined acne treatment 
algorithm along with dose considerations. 

CANDIDATES
Dr. Leyden says that unless patients have very 
severe or widespread disease, acne treatment 
should be initiated with a topical retinoid and 
benzoyl peroxide. The two medications can be 
prescribed either as a � xed combination prod-
uct or individually and typically should be 
used for three or four months before deciding 
whether further intervention is needed. 

If a female patient has not achieved su�  cient 
in� ammation suppression with the two topical 
agents, the next step in the acne treatment algo-
rithm adds spironolactone 100 to 200 mg/day fol-
lowed by an oral contraceptive, if needed. 

“The oral contraceptive interferes with the 
production of androgen while spironolactone acts 
via peripheral androgen antagonism. Using these 
treatments together, I have not recommended 
starting isotretinoin to any female in at least � ve 
years,” says Dr. Leyden, emeritus professor CE of 
dermatology, Penn Dermatology Perelman, Uni-
versity of Pennsylvania School of Medicine, Phil-
adelphia. “In the case of males in whom preg-
nancy is not an issue; however, I believe derma-
tologists are underutilizing isotretinoin.” 

DOSE AND DURATION
Dr. Leyden emphasized that to reduce the risk 
for a severe acne f lare, the starting dose for 
isotretinoin should never exceed 0.5 mg/kg/day.

“There is no way to predict who will expe-
rience a severe � are. It seems reasonable, how-

ever, that the � are occurs because massive sebo-
cyte apoptosis results in the release of preformed 
pro-inf lammatory cytokines into the dermis. 
Using a low isotretinoin helps to avoid massive 
sebocyte apoptosis,” Dr. Leyden says.

Then the isotretinoin dose can be increased 
and should  be administered at the highest dose 
that can be tolerated, recognizing that side e� ects 
of isotretinoin are dose-related and that there is 
interpatient variability in absorption and what 
individuals � nd acceptable in terms of side e� ects. 

Dr. Leyden says he continues the treatment 
for one to two months after the acne is cleared, 
noting that he does so without evidence proving 
that it is necessary.

Minor recurrences after isotretinoin treat-
ment are managed with a topical retinoid and 
benzoyl peroxide, but isotretinoin is restarted 
for a severe relapse. 

“I am often asked, ‘How many times isotreti-
noin can be used?’ My answer is, ‘As often as it 
is needed,’” Dr. Leyden says. “Treatment with 
isotretinoin at a very low dose can get patients 
to 100% clear without causing signi� cant side 
effects,” Dr. Leyden says. “Why treat severe 
relapses any other way?”

RISK OF RELAPSE
Dr. Leyden observed that an “almost religious 
belief” now exists that the risk of relapse after 
successful treatment with isotretinoin is tied to 
the total cumulative dose. He suggested this 
idea originated from a single sentence included 

in an isotretinoin treatment guidelines paper 
published in the 1990s for which Dr. Leyden 
was a co-author.1

“The sentence states there is a possible con-
nection between remission and the total cumu-
lative dose. I violently opposed the concept, but 
I was outvoted,” he says. 

Instead, according to Dr. Leyden, patient age 
is the most important factor determining risk of 
relapse after successful isotretinoin treatment. As 
shown in an analysis of iPLEDGE data looking at 
the need for isotretinoin retreatment among more 
than 3000 patients aged 10 years and above, the 
incidence of relapse decreased with increasing 
patient age and plateaued in groups aged >18 years.

“This finding is consistent with what we 
know about the bene� t of x-ray treatment for acne 
and corresponds with the natural history of the 
disease,” Dr. Leyden says.

He added that no systematic studies have 
looked at whether relapse in younger patients is 
in� uenced by isotretinoin dose. 

“I suspect there may be a relationship between 
dose and time before relapse, but not between dose 
and relapse incidence,” Dr. Leyden says.

As researchers sought to identify regimens that 
might maximize the duration of acne remission 
post-isotretinoin, studies were undertaken look-
ing at the in� uence of varying the total cumulative 
dose as well as varying the total daily dose or add-
ing other therapies during and post-isotretinoin. 

“The general trend was to use higher and 
higher doses based on the idea that using more 
and more of the drug might make the improve-
ment last longer,” Dr. Leyden says.

An important outcome of those studies, 
which is often overlooked, is that isotretinoin was 
highly e� ective even at a very low dose.

“A non-e� ective dose of isotretinoin for clear-
ing very severe acne was not found – 0.1, 0.5, and 
1.0 mg/kg/day were equally e� ective,” Dr. Ley-
den says. 
References:
1  Cunliffe WJ, van de Kerkhof PC, Caputo R, et al. Roaccutane treatment guide-

lines: results of an international survey. Dermatology. 1997;194(4):351-357.
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“I suspect there may be a rela-
tionship between dose and time
before relapse, but not between 
dose and relapse incidence.”

James J. Leyden, M.D., 
Perelman School of Medicine, 
University of Pennsylvania, Philadelphia

Doses of 0.1, 0.5, and 
1.0 mg/kg/day are 
equally effective.

Isotretinoin dosing should begin with 0.5 mg/
kg/day to avoid acne fl aring and then raised 
to the highest dose that can be tolerated.

Isotretinoin is underutilized to 
treat refractory acne in males 
but is rarely needed in females.

Opinions on isotretinoin use
CHERYL GUTTMAN KRADER, B.S. PHARM | Sta�  Correspondent

Relapse incidence post-isotretinoin 
is associated with patient age but 
not total cumulative dose.
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Secukinumab may be safe and effective in patients 
with moderate-to-severe papulopustular rosacea.

Rosacea remains a challenging 
condition to manage effectively.

I nterleukin-17 (IL-17) blockade with 
secukinumab (Cosentyx, Novartis) has 
recently become a focus of interest as a 
potential systemic therapy for patients 

with moderate-to-severe rosacea symptoms. 
A recent exploratory study1 looking at IL-17 

inhibition with secukinumab found the drug 
to be safe and e� ective in patients with moder-
ate-to-severe papulopustular rosacea (PPR).

Rosacea is generally classi� ed into four major 
subtypes. Milder cases of papulopustular rosacea 
can be treated with a wide range of topical agents. 
However, patients with more severe cases of rosa-
cea � nd topical regimens inadequate. The cur-
rently used systemic treatments often fall short 
of therapeutic goals, begging the need for more 
e� ective therapies for this patient population. 

“We began studying the biology of rosacea 
and found, along with other groups, that di� er-
ent pathways are elevated, including IL-17,” says 
Anne Lynn S. Chang, M.D., professor of der-
matology, department of dermatology, Stanford 
University School of Medicine, Redwood City, 
Calif., and corresponding author of the study.

As such, IL-17 inhibition through secuki-
numab seemed like a logical choice, repurpos-
ing the drug toward patients with severe rosacea.

Dr. Chang and fellow researchers conducted 
an exploratory, open-label, single-arm, investiga-
tor-initiated clinical trial in 17 adults (six males, 
11 females; median age 57 years), evaluating the 
e�  cacy and safety of secukinumab for moder-
ate-to-severe PPR. 

Study participants received 300 mg of secuki-

numab weekly for � ve weeks, and then monthly 
for two months. E�  cacy assessments were per-
formed by three dermatologists blinded to the 
pre- and post-treatment status images taken dur-
ing the study. The primary outcome measure 
was rosacea papule count at week 16 compared 
to baseline, while secondary outcome measures 
included Global Erythema Assessment (GEA) 
score, Global Severity Score (GSS), and self-re-
ported Rosacea Quality of Life Index (RosaQoL) 
score, at the same follow-up time points.

Among the 17 patients who were available 
for the final analysis, results showed a signifi-
cant reduction in papule count at the 16-week 
follow-up, with a median decrease of -5 pap-
ules. Data showed that among patients with the 
most severe PPR (de� ned as ≥ 20 in� ammatory 
lesions at baseline), the median papule count 
was reduced by -22 papules. At the 16-week fol-
low-up, both the GSS and GEA score were sig-
nificantly reduced, and the median RosaQoL 
score was improved by -0.6 points.

“I believe that IL-17 inhibitors such as secuki-
numab could be useful in controlling � ares and 
requires future investment in research to fully 
understand the potential bene� ts and risks of this 
drug class in the severe rosacea population,” Dr. 
Chang says.

The main side e� ect experienced by patients 
was infections, with 39% of patients who received 
at least one dose experiencing at least one event. 
However, none were serious, and all patients could 
be managed by either discontinuation of secuki-
numab therapy or treatment of their infection.

As rosacea is highly visible, it can be the cause 
of signi� cant psychosocial distress and anxiety. 
According to Dr. Chang, treatment with secuki-
numab appears to address the negative psychoso-
cial impact associated with severe rosacea disease, 
leading to improvements in quality of life.

“I have patients who are in signi� cant dis-
tress because of their rosacea and some of them 
become desperate due to the severity of their 
symptoms and the negative impact the disease 
has on their daily life. We need to increase the 
treatment options for patients who have failed, 

Larger, randomized, controlled 
trials need to confi rm benefi ts.

Female patient with rosacea at baseline (A), and at week 
16 (B) following treatment with secukinumab.

Photos courtesy of Anne Chang, M.D.

IL-17CONTINUES ON PAGE 19

IL-17 inhibition 
a path of interest
ILYA PETROU, M.D. | Sta�  Correspondent
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Patients treated with the azelaic 
acid foam preparation reported 
fewer concerns regarding side 
effects and tolerability.

A recent study examined the patient-reported 
side effects and tolerability concerns 
associated with azelaic acid foam and 
metronidazole cream and gel preparations. 

The side effects 
associated with some 
treatments can be a 
limiting factor in efficacy.

An examination of rosacea 
treatment satisfaction
ILYA PETROU, M.D. | Staff Correspondent

T here are several different treatment 
options currently used for rosacea; 
however, sometimes the associated 
side effects can lead to patient com-

pliance issues and suboptimal outcomes. Azelaic 
acid 15% foam and metronidazole in cream or gel 
form are a few popular preparations often used 
to treat patients with mild-to-moderate rosacea. 

A recent study published in the Journal of 
Drugs in Dermatology1 comparing the agents 
found that patients treated with the azelaic acid foam 
preparation reported fewer concerns regarding 
side effects and tolerability compared with patients 
treated with metronidazole cream or gel prepara-
tions, shedding light on the importance of treatment 
choices and their impact on clinical outcomes.

Occurring in approximately 10% of adults, 
rosacea is a chronic inflammatory disease char-
acterized by repeated remissions and exacerba-
tions that can often be challenging to treat. Rosa-
cea is further divided into erythematotelangiec-
tatic, papulopustular, rhinophymatous and ocu-
lar subtypes, and depending on the presenting 
symptoms and their severity, treatments range 
from oral antibiotics and isotretinoin to topical 
preparations including brimonidine, oxymetazo-
line, azelaic acid, metronidazole, and ivermectin. 

Azelaic acid foam and metronidazole cream 
or gel are commonly prescribed preparations in 
rosacea treatment; however, their use is some-
times limited by the associated side effects 
including local stinging and burning, pruritus, 
as well as dryness and erythema. These can often 
lead to discontinuation of treatment and a prolon-
gation of symptoms and patient suffering. 

Researchers examined the differences in 
patient-reported treatment side effects and con-
cerns associated with azelaic acid foam (AAF) 
versus metronidazole cream (MC) and metroni-
dazole gel (MG). Using matching-adjusted indi-
rect comparison (MAIC) to compare patient-re-
ported outcomes from survey data evaluating 
rosacea treatments, the researchers assessed the 
percentages of patients reporting concerns and 
side effects and measures of importance of the 
concerns and the tolerability of the side effects.  

Results showed that more MG-treated 
patients reported treatment concerns compared 
with those who received AAF therapy (78% vs 
16%). When compared with those patients who 
received AAF therapy, data showed that the 
MG-treated patients more frequently reported 
concerns regarding treatment efficacy (54% vs 
4%), application (7% vs 3%), and treatment side 
effects; the MC-treated patients more frequently 
reported concerns regarding treatment efficacy 

(61% vs 5%) and dryness (8% vs 5%).
The researchers also found that the patients 

who received treatment with AAF more frequently 
reported concerns over the cost of treatment com-
pared with those patients who received MG (7% vs 
1%) and those who received MC (9% vs 4%). Results 
also showed that the level of importance associated 
with the concerns reported by patients was simi-
lar for all treatment groups. On the reported side 
effects, data indicated that patients receiving MG 
and MC therapy were less tolerant when compared 
to those patients receiving AAF therapy. 

“Patients treated with AAF are less likely to 
report concerns with treatment efficacy and report 
similar or greater tolerance of treatment side effects 
as patients treated with MG or MC, suggesting that 
AAF is both an efficacious and tolerable option for 
the treatment of rosacea,” the authors write.

According to the study authors, the topical rosa-
cea treatment landscape is lacking data from head-
to-head trials or real-world studies on benefits and 
risks. The current study findings suggest that AAF 
may have a better side effect profile and fewer treat-
ment concerns compared to either MC or MG, 
which according to the study authors, are impor-
tant in terms of adherence and symptom control. 
Disclosures: 
This study was funded by Bayer HealthCare Pharmaceuticals.

Reference:
1  Williamson T, LaRose A, Cameron J, Lott J, Eaddy M, Hopson S, Huai-Che S, Ten-

nant L. Rosacea treatment satisfaction: matching adjusted indirect treatment 
comparison analysis of metronidazole gel or cream vs azelaic acid foam. J Drugs 
Dermatol. 2020;19(3): 295-304. 

“The topical rosacea treatment 
landscape is lacking data from 
head-to-head trials or real-world 
studies on benefits and risks.”

Todd Williamson, M.Sc., and colleagues
Bayer HealthCare Pharmaceuticals Inc., Whippany, N.J.
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Diffuse erythema is partly vascular reactivity 
and partly dilatation of the very small capillary 
loops, according to one expert, there is a synergy 
between oxymetazoline and energy-based 
devices that makes this approach worthwhile.

The interventional study included 
46 patients who received one of 
four energy-based therapies once-
daily application of oxymetazoline 
at pre-determined schedules.

A recent study shows topical 
oxymetazoline with energy-
based devices is safe and 
effective and highly tolerable 
by patients with rosacea.

Study evaluates use  
of cream plus device
ILYA PETROU, M.D. | Staff Correspondent

O xymetazoline (Rhofade, EPI Health) 
in combination with energy-based 
devices was safe and effective at 
reducing the persistent facial ery-

thema associated with erythematotelangiectatic 
rosacea (ERT), according to a recent study.1

“Energy-based devices are very commonly used 
in the dermatology practice today, and combin-
ing these technologies with topical oxymetazoline 
in rosacea not only appears to be a safe treatment 
approach but also effective in reducing the persis-
tent erythema in these patients, positively impacting 
their quality of life,” says Emil A. Tanghetti, M.D., 
Center for Dermatology and Laser Surgery, Sacra-
mento, Calif., and lead author of the study.

Dr. Tanghetti and fellow researchers investi-
gated the safety, efficacy and tolerability of oxym-
etazoline hydrochloride 1% cream when com-
bined with different energy-based devices in the 
treatment of moderate-to-severe erythema. The 
multicenter, open-label, interventional study 
included 46 patients with rosacea (mean age 51.1 
years; 78.3% female). Similar numbers of patients 
received one of four energy-based therapies (KTP 
laser, IPL therapy, pulsed-dye laser Vbeam Per-
fecta, or pulsed-dye laser Cynergy) on day one 
and day 29 and once-daily application of oxym-
etazoline on days three through 27 and days 31 
through 56. 

Compared to baseline, results showed that all 
patients achieved an improvement in the Clini-

cian Erythema Assessment (CEA) score during 
the study with 39 of 43 evaluable patients (90.7%) 
demonstrating an improvement six hours post-treat-
ment on day 56. Most patients were satisfied or very 
satisfied with treatment outcomes. All of the treat-
ment-emergent adverse events were mild or moder-
ate in severity, and some patients experienced wors-
ening in dermal tolerability assessment symptoms. 
The worsening in CEA and Clinician Telangiecta-
sia Assessment (CTA) were each reported by three 
patients (6.5%) during the study.

Vascular targets are challenging especially 
when dealing with diffuse erythema, Dr. Tanghetti 
says. Diffuse erythema is partly vascular reactiv-
ity and partly dilatation of the very small capillary 
loops. These small vessels are very hard to hit with 
energy-based therapies without creating purpura. 
According to Dr. Tanghetti, there is a synergy 
between oxymetazoline and energy-based devices 
that makes this approach worthwhile.

“The idea that if you can have something 
that can constrict these very reactive vessels that 
are responding to different chemical factors in 
the skin gives credence to the notion that one 
could potentially treat all forms of rosacea with 
it. There is a synergy here because the vascular 
reactivity is part of the whole rosacea complex,” 
Dr. Tanghetti says. 

In another recent study2 investigating the 
microvascular effects of pulsed dye laser in com-
bination with oxymetazoline, researchers found 

that the synergy appears from the pathophysiol-
ogy of the generation of factors involved with vas-
cular destruction, and the drug itself. It is prob-
ably better to apply the drug very soon after or 
around the same time as the laser treatment, 
rather than wait a couple of days. 

Due to the target size of diffuse erythema in 
rosacea patients, effectively treating the erythema 
alone with the currently available energy-based 
therapies is challenging. According to Dr. 
Tanghetti, it appears one can actually improve 
clinical outcomes in rosacea by treating the tel-
angiectasias which are larger vessels that do not 
respond to oxymetazoline, by using both treat-
ment modalities together.

“I think it is very exciting to have a drug that 
is safe to use and might enhance the effects of a 
vascular treatment such as in rosacea. The future 
of oxymetazoline is bright when used alone or in 
conjunction with energy-based therapies for rosa-
cea patients with persistent facial erythema,” Dr. 
Tanghetti says.  
Disclosures: 
Dr. Tanghetti reports no relevant disclosures.
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cannot tolerate or do not have access to other cur-
rently approved treatments,” Dr. Change says.

Although IL-17 inhibition shows activity in 
moderate-to-severe PPR, Dr. Chang says larger, 
randomized, placebo-controlled trials still need 
to be performed to confirm the benefit seen here 
with secukinumab.

“The space is wide open to explore new 
and better treatments for severe rosacea and to 
increase the number of choices that we have 
based on the science of rosacea information, so 
that we can eventually better treat our patients,” 
Dr. Chang says. 

Disclosures: 
Dr. Chang is an investigator for other studies sponsored by Novartis, Galderma, 
Regeneron, Merck, and has been an advisory board member for Novartis.
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4, 2020]

} Il-17 a path of interest FROM PAGE 16

DT0720_016_018-019_Rosacea.indd   19DT0720_016_018-019_Rosacea.indd   19 7/8/20   1:50 PM7/8/20   1:50 PM



20 atopic dermatitis
DermatologyTimes®July 2020

Quick TAKES

Special consideration of 
factors that impact severity 
of disease and quality of life 
are suggested.

Severe atopic dermatitis is 
believed to be six times more 
common in black children 
than white children.

Erythema can be harder to 
identify in darker skin tones, 
which means it may be 
missed or undertreated.

A topic dermatitis can have a profound 
impact on the quality of life of ado-
lescents and a significant impact on 
those with skin of color, making it 

important to recognize and treat early. Severe 
atopic dermatitis is believed to be six times 
more common in black children.1,2,3 

“…teenagers with AD report having fewer 
friends, are less socially involved, participate in 
fewer sports, and are absent from classes more often 
than their peers. In black patients with atopic der-
matitis, school absences are even more common,” 
write Amy McMichael, M.D., department of derma-
tology, Wake Forest Baptist Medical Center, Win-
ston-Salem, N.C., and colleagues, who authored a 
review of the impact and management of atopic der-
matitis in adolescents of color published in Cutis.2

One U.S. study of 8,015 children with atopic 
dermatitis ages 2 to 17 years found that black chil-
dren had a 1.5-fold higher chance of being absent 
for six days over a six-month school period com-
pared with white children. This led the research-
ers to suggest that this greater number of school 
absences was due to atopic dermatitis having a 
greater impact on quality of life.3

“Given the social and emotional impact of 
atopic dermatitis on patients with skin of color, 
it is imperative to treat the condition appropri-
ately,” write Dr. McMicheal and colleagues.

However, diagnosing disease in patients with 
skin of color can be a challenge because erythema 
can be difficult to assess in darker skin tones, which 

means it may be missed or undertreated, write 
authors of a paper published in the British Journal 
of Dermatology.1

Acne is one of the most common reasons for 
adolescents to seek dermatologic care, meaning 
many adolescents with skin of color may have 
acne in addition to their atopic dermatitis.5 But 
topical retinoids and benzoyl peroxide, which are 
the usual first-line treatment for mild-to-moder-
ate acne in patients with skin of color, may cause 
dryness and may exacerbate atopic dermatitis. 

Dr. McMichael and colleagues suggest ado-
lescents with acne and atopic dermatitis use mois-
turizers containing ceramide6 or that modifica-
tions are made to their acne treatment regimens, 
such as using topical retinoids every other night 
or mixing them with moisturizers to minimize 
dryness. Other acne treatment options for ado-
lescents with skin of color and atopic dermati-
tis include dapsone gel 7.5%7 and sulfacetamide.8 

While isotretinoin is the usual treatment of 
choice for severe nodulocystic acne in patients with 
skin of color, few studies have addressed the com-
plications seen in adolescents, particularly in those 
who also have atopic dermatitis.

Pigmentary changes are always a concern for 
patients with skin of color, and those with atopic 
dermatitis and acne are at particular risk of post-in-
flammatory hyperpigmentation (PIH) or hypop-
igmentation, Dr. McMicheal and colleagues note.

It is also important to know that adolescents 
may use cosmetics to conceal hyperpigmented or 

hypopigmented lesions caused by acne or other 
skin diseases, and that use of different cosmetics 
may contributor to flares. 

Because atopic dermatitis can have such a pro-
found effect on adolescents with skin of color, it’s 
important to recognize and treat appropriately. 
Special attention to and early counsel on factors 
such as extracurricular activities, comorbid condi-
tions, treatment vehicle preferences, expectations, 
and personal care habits, which effect the impact 
of disease and adherence to therapy, are critical to 
improve the management of disease, Dr. McMi-
cheal and colleagues suggest. 
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Experts suggest factors to improve management
INGRID TORJESEN | Staff Correspondent

QoL impact on adolescents 
with skin of color
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The disruption of multiple cytokine 
networks simultaneously is a 
promising treatment approach.

Once-daily ruxolitinib concentrations of 0.5%, 0.15% and 
1.5%, and twice daily 1.5% all resulted in an increasing 
improvement in symptoms with higher concentrations.

Ruxolitinib met primary and 
secondary endpoints in the phase 
3 TRueE-AD1 and TRuE-AD2 studies.

Ruxolitinib efficacy, safety 
data positive
LISETTE HILTON | Staff Correspondent

T opical selective Janus kinase (JAK1/
JAK2) inhibitor ruxolitinib cream 
(Jakafi, Incyte) demonstrated safety 
and efficacy in phase 2 and 3 clinical 

trials examining its use in the treatment atopic 
dermatitis and itch. 

Ruxolitinib is currently in phase 3 devel-
opment for the treatment of adults with atopic 
dermatitis as well as for adolescents and adults 
with vitiligo. The drug met primary and sec-
ondary endpoints in the phase 3 TRueE-AD1 
and TRuE-AD2 studies looking at nearly 
1,250 patients ages 12 years and older with 
mild-to-moderate atopic dermatitis, according 
to a press release from Incyte.1

The disruption of multiple cytokine net-
works simultaneously is a promising treatment 
approach for atopic dermatitis, researchers 
reported in phase 2 ruxolitinib study published 
February 1, 2020 in the Journal of Allergy and 
Clinical Immunology. 2

“JAK inhibitors provide the opportunity to 
impair multiple cytokine pathways simultane-
ously and are approved for the treatment of sev-
eral diseases, including rheumatoid arthritis,” the 
authors wrote. 

Applied topically, ruxolitinib directly tar-
gets different pathogenic pathways that under-
lie atopic dermatitis, they wrote.

PHASE 2 KEY FINDINGS 
The phase 2 randomized, double-blind, dose 
ranging, vehicle-and active-controlled study 
of 307 adult patients with mild-to-moderate 
atopic dermatitis compared different strengths 
of ruxolitinib to the mid-potency steroid tri-
amcinolone and vehicle. They found that rux-
olitinib concentrations of 0.5% once daily and 
0.15% once daily, 1.5% once daily and 1.5% 
twice daily, all resulted in increasing improve-
ment in symptoms with higher concentrations. 
The 1.5% concentration of the topical applied 
twice daily resulted in the greatest improve-

ment, with a 71.6% improvement from baseline 
to four weeks in the Eczema Area and Severity 
Index (EASI) compared to 15.5% in the vehi-
cle group. 

Both 1.5% ruxolitinib once daily and twice 
daily groups had greater improvement in the 
EASI compared to triamcinolone treatment at 
four weeks, but the differences were not statisti-
cally significant, according to the phase 2 study. 

Another key finding from the trial was a nota-
ble and lasting improvement in itch among those 
treated with ruxolitinib at all strengths. 

“… for 1.5% [ruxolitinib cream twice daily] 
significant improvement in itch was observed 
within 36 hours of treatment,” the authors wrote.  

When researchers measured improvements 
in itch using a numerical rating scale and qual-
ity of life (QoL) with the Skindex-16, they found 
overall that 42.5% of patients who applied 1.5% 
ruxolitinib twice daily experienced minimal 
clinically important difference in itch within 36 
hours of treatment, compared to 13.6% of those 
in the vehicle group. 

“…near-maximal improvement was observed 
by week four. Itch reduction was associated with 
improved QoL burden …. Significant improve-
ments in Skindex-16 overall scores were noted at 
week two,” according to a related study by many 
of the same authors published in the Journal of 
the American Academy of Dermatology (JAAD). 3

PHASE 3 FINDINGS
Phase 3 trial researchers studied patients with 
an Investigator’s Global Assessment (IGA) score 
of 2 to 3, and atopic dermatitis on 3% to 20% of 
their body surface area, except the scalp. They 
randomly assigned patients to eight-weeks of 
treatment with ruxolitinib cream 0.75% admin-
istered twice daily, ruxolitinib cream 1.5% 
twice daily or vehicle cream. 

Among the key findings in TRuE AD1: 
Fifty percent of patients in the ruxolitinib cream 
0.75% group and 53.8% of those in the ruxol-

itinib group achieved an Investigator’s Global 
Assessment (IGA) score of 0 (clear) or 1 (almost 
clear) with at least a two-point improvement 
from baseline at week eight, compared to 15.1% 
in the control group. 
Fifty-six percent of patients treated with rux-
olitinib cream 0.75% and 62.1% of patients in 
the ruxolitinib cream 1.5% group achieved 
75% improvement or more in EASI score com-
pared to baseline, compared to 24.6% in those 
in the vehicle control group. 
Researchers reported in TRuE-AD2 that 

39.0% of patients treated with ruxolitinib cream 
0.75% and 51.3% of those treated 1.5% achieved 
an IGA score of 0 or 1 with at least a two-point 
improvement from baseline at week eight, com-
pared to 7.6% treated with vehicle cream. More 
than 51% of patients in the 0.75% group and 
61.8% of those in the 1.5% group achieved 75% 
improvement or more in the EASI score from 
baseline, compared to 14.4% treated with vehi-
cle, according to the press release. 

Researchers of both phase 3 trials also found 
a statistically significant reduction of itch at both 
dosages of ruxolitinib cream compared to vehi-
cle control.

Patients experienced comparable rates of 
treatment emergent adverse events in all three 
groups, according to the release. 
Disclosures: 
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phase 2 published studies include people who have ties to Incyte. Some are com-
pany employees and shareholders. 

References: 
1  Incyte Announces Positive Topline Results From Phase 3 TRuE-AD Program 

Evaluating Ruxolitinib Cream in Patients With Atopic Dermatitis. https://inves-
tor.incyte.com/news-releases/news-release-details/incyte-announces-posi-
tive-topline-results-phase-3-true-ad. Published February 2020. Accessed May 
2020.

2  Kim BS, Howell MD, Sun K, Papp K, Nasir A, Kuligowski ME; INCB 18424-206 
Study Investigators. Treatment of atopic dermatitis with ruxolitinib cream 
(JAK1/JAK2 inhibitor) or triamcinolone cream. J Allergy Clin Immunol. 2020 
Feb;145(2):572-582.

3  Kim BS, Sun K, Papp K, Venturanza M, Nasir A, Kuligowski ME. Effects of ruxolitinib 
cream on pruritus and quality of life in atopic dermatitis: Results from a phase 2, 
randomized, dose-ranging, vehicle- and active-controlled study. J Am Acad Der-
matol. 2020 Feb 11. pii: S0190-9622(20)30213-9.

DT0720_020-021_027_Atopicderm.indd   21DT0720_020-021_027_Atopicderm.indd   21 7/8/20   1:50 PM7/8/20   1:50 PM



LauraLee, actual COSENTYX patient since 2015

* In the ERASURE study at Week 12, 82% of patients in the COSENTYX 300-mg arm (n=245) achieved a PASI 75 response and 65% of patients achieved IGA 0 or 1 vs
4% and 2% in the placebo group (n=248), respectively.1 In the FIXTURE study at Week 12, 76% of patients in the COSENTYX 300-mg arm (n=327) achieved a PASI 75 
response and 62% of patients achieved IGA 0 or 1 vs 5% and 3% in the placebo group (n=326), respectively.1 In the FUTURE 2 study, for patients with active psoriatic 
arthritis treated with COSENTYX 300 mg (n=100), 150 mg (n=100), or placebo (n=98), ACR20 response at Week 24 was 54%, 51%, and 15%, respectively.1 In the 
ERASURE (N=738) and FIXTURE (N=1306) studies, among the patients who chose to participate (39%) in assessments of patient-reported outcomes, improvements 
in signs and symptoms related to itching, pain, and scaling at Week 12 compared with placebo were observed using the Psoriasis Symptom Diary©.1

† NBRx share as prescribed by rheumatologists, allocated using Symphony Health patient longitudinal data to limit product use to ICD-10 codes for PsA and/or PsO. 
NBRx is the IQVIA NPA New to Brand® measure showing the volume of prescriptions associated with fi rst-time patient use of a product.2

ACR=American College of Rheumatology; ICD-10=International Classifi cation of Diseases, Tenth Revision; IGA=Investigator’s Global Assessment modifi ed 2011;
PASI=Psoriasis Area Severity Index; PsA=psoriatic arthritis; PsO=plaque psoriasis.

Discover experience that matters  
The #1 prescribed biologic therapy in rheumatology in the US

for PsA patients starting or switching biologic agents2†

Give your patients a chance to

The Complete 
Cosentyx Approach

For adults with moderate to severe plaque 
psoriasis and active psoriatic arthritis

1*1*1*

Treatment success is more than a PASI score.
But your patients could experience more.

INDICATIONS
COSENTYX® (secukinumab) is indicated for the treatment of moderate to severe plaque psoriasis in adult 
patients who are candidates for systemic therapy or phototherapy.
COSENTYX is indicated for the treatment of adult patients with active psoriatic arthritis.
COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
COSENTYX is contraindicated in patients with a previous serious 
hypersensitivity reaction to secukinumab or to any of the excipients.
Please see additional Important Safety Information on reverse. 
Please see Brief Summary of full Prescribing Information on the following pages.

Learn more at www.complete-cosentyx-approach.com
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IMPORTANT SAFETY INFORMATION (cont) 
WARNINGS AND PRECAUTIONS 
Infections 
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed in subjects 
treated with COSENTYX compared to placebo-treated subjects. In placebo-controlled clinical trials in patients with 
moderate to severe plaque psoriasis, higher rates of common infections such as nasopharyngitis (11.4% versus 8.6%), 
upper respiratory tract infection (2.5% versus 0.7%), and mucocutaneous infections with candida (1.2% versus 0.3%) 
were observed with COSENTYX compared with placebo. A similar increase in risk of infection was seen in placebo-
controlled trials in patients with psoriatic arthritis and ankylosing spondylitis. The incidence of some types of infections 
appeared to be dose-dependent in clinical studies. 
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history of recurrent infection. 
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient develops a serious 
infection, the patient should be closely monitored and COSENTYX should be discontinued until the infection resolves.

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

Inflammatory Bowel Disease 
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. Exacerbations, in 
some cases serious, occurred in patients treated with COSENTYX during clinical trials in plaque psoriasis, psoriatic 
arthritis, and ankylosing spondylitis. In addition, new onset inflammatory bowel disease cases occurred in clinical trials 
with COSENTYX. In an exploratory study in 59 patients with active Crohn’s disease, there were trends toward greater 
disease activity and increased adverse events in the secukinumab group as compared to the placebo group. Patients 
who are treated with COSENTYX should be monitored for signs and symptoms of inflammatory bowel disease.

Hypersensitivity Reactions 
Anaphylaxis and cases of urticaria occurred in patients treated with COSENTYX in clinical trials. If an anaphylactic or 
other serious allergic reaction occurs, administration of COSENTYX should be discontinued immediately and appropriate 
therapy initiated. 
The removable cap of the COSENTYX Sensoready® pen and the COSENTYX prefilled syringe contains natural rubber 
latex which may cause an allergic reaction in latex-sensitive individuals. The safe use of the COSENTYX Sensoready pen 
or prefilled syringe in latex-sensitive individuals has not been studied.

Vaccinations 
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations according to 
current immunization guidelines. Patients treated with COSENTYX should not receive live vaccines. 
Non-live vaccinations received during a course of COSENTYX may not elicit an immune response sufficient to prevent disease.

MOST COMMON ADVERSE REACTIONS 
Most common adverse reactions (>1%) are nasopharyngitis, diarrhea, and upper respiratory tract infection.

References: 1. COSENTYX [prescribing information]. East Hanover, NJ: Novartis Pharmaceuticals Corp; June 
2020. 2. IQVIA NPA Weekly Tracker as of December 2019. Data on File for step-by-step PsA share calculation by 
Novartis Pharmaceuticals Corp. 

Please see additional Important Safety Information on the previous page.
Please see Brief Summary of full Prescribing Information on the  
following pages.
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COSENTYX® (secukinumab) injection, for subcutaneous use  
COSENTYX® (secukinumab) for injection, for subcutaneous use  
Initial U.S. Approval: 2015 
BRIEF SUMMARY: Please see package insert for full prescribing information. 
  1  INDICATIONS AND USAGE 

1.1 Plaque Psoriasis 
COSENTYX® is indicated for the treatment of moderate to severe plaque psoriasis in adult patients who are 
candidates for systemic therapy or phototherapy. 
1.2 Psoriatic Arthritis 
COSENTYX is indicated for the treatment of adult patients with active psoriatic arthritis.  
1.3 Ankylosing Spondylitis 
COSENTYX is indicated for the treatment of adult patients with active ankylosing spondylitis. 

  4  CONTRAINDICATIONS 
COSENTYX is contraindicated in patients with a previous serious hypersensitivity reaction to secukinumab 
or to any of the excipients [see Warnings and Precautions (5.4)].  

  5  WARNINGS AND PRECAUTIONS  
5.1 Infections 
COSENTYX may increase the risk of infections. In clinical trials, a higher rate of infections was observed in 
COSENTYX treated subjects compared to placebo-treated subjects. In placebo-controlled clinical trials in 
patients with moderate to severe plaque psoriasis, higher rates of common infections such as nasopharyn-
gitis (11.4% versus 8.6%), upper respiratory tract infection (2.5% versus 0.7%) and mucocutaneous infec-
tions with candida (1.2% versus 0.3%) were observed with COSENTYX compared with placebo. A similar 
increase in risk of infection was seen in placebo-controlled trials in patients with psoriatic arthritis and 
ankylosing spondylitis [see Adverse Reactions (6.1)]. The incidence of some types of infections appeared to 
be dose-dependent in clinical studies [see Adverse Reactions (6.1)]. 
Exercise caution when considering the use of COSENTYX in patients with a chronic infection or a history of 
recurrent infection.  
Instruct patients to seek medical advice if signs or symptoms suggestive of an infection occur. If a patient 
develops a serious infection, the patient should be closely monitored and COSENTYX should be discontin-
ued until the infection resolves. 
5.2 Pre-treatment Evaluation for Tuberculosis 
Evaluate patients for tuberculosis (TB) infection prior to initiating treatment with COSENTYX. Do not admin-
ister COSENTYX to patients with active TB infection. Initiate treatment of latent TB prior to administering 
COSENTYX. Consider anti-TB therapy prior to initiation of COSENTYX in patients with a past history of 
latent or active TB in whom an adequate course of treatment cannot be confirmed. Patients receiving 
COSENTYX should be monitored closely for signs and symptoms of active TB during and after treatment. 
5.3 Inflammatory Bowel Disease 
Caution should be used when prescribing COSENTYX to patients with inflammatory bowel disease. Exacer-
bations, in some cases serious, occurred in COSENTYX treated patients during clinical trials in plaque pso-
riasis, psoriatic arthritis and ankylosing spondylitis. In addition, new onset inflammatory bowel disease 
cases occurred in clinical trials with COSENTYX. In an exploratory study in 59 patients with active Crohn’s 
disease, there were trends toward greater disease activity and increased adverse events in the secukinumab 
group as compared to the placebo group. Patients who are treated with COSENTYX should be monitored for 
signs and symptoms of inflammatory bowel disease [see Adverse Reactions (6.1)]. 
5.4 Hypersensitivity Reactions 
Anaphylaxis and cases of urticaria occurred in COSENTYX treated patients in clinical trials. If an anaphylactic 
or other serious allergic reaction occurs, administration of COSENTYX should be discontinued immediately 
and appropriate therapy initiated [see Adverse Reactions (6.1)]. 
5.5 Risk of Hypersensitivity in Latex-sensitive Individuals  
The removable cap of the COSENTYX Sensoready pen and the COSENTYX prefilled syringe contains natural 
rubber latex which may cause an allergic reaction in latex-sensitive individuals. The safe use of COSENTYX 
Sensoready pen or prefilled syringe in latex-sensitive individuals has not been studied.  
5.6 Vaccinations 
Prior to initiating therapy with COSENTYX, consider completion of all age appropriate immunizations accord-
ing to current immunization guidelines. Patients treated with COSENTYX should not receive live vaccines. 
Non-live vaccinations received during a course of COSENTYX may not elicit an immune response sufficient 
to prevent disease. 

  6  ADVERSE REACTIONS  
The following adverse reactions are discussed in greater detail elsewhere in the labeling: 
•  Infections [see Warnings and Precautions (5.1)] 
•  Inflammatory Bowel Disease [see Warnings and Precautions (5.3)]  
•  Hypersensitivity Reactions [see Warnings and Precautions (5.4)] 
6.1 Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in 
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may 
not reflect the rates observed in practice. 
Plaque Psoriasis 
A total of 3430 plaque psoriasis subjects were treated with COSENTYX in controlled and uncontrolled clini-
cal trials. Of these, 1641 subjects were exposed for at least 1 year. 
Four placebo-controlled phase 3 trials in plaque psoriasis subjects were pooled to evaluate the safety of 
COSENTYX in comparison to placebo up to 12 weeks after treatment initiation, in Trials 1, 2, 3, and 4. In 
total, 2077 subjects were evaluated (691 to COSENTYX 300 mg group, 692 to COSENTYX 150 mg group, 
and 694 to placebo group) [see Clinical Studies (14) in the full prescribing information]. 
Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% and at a higher rate in the 
COSENTYX groups than the placebo group during the 12-week placebo-controlled period of the placebo-
controlled trials. 

Table 1: Adverse Reactions Reported by Greater Than 1% of Subjects with Plaque Psoriasis Through  
Week 12 in Trials 1, 2, 3, and 4 

COSENTYX 
300 mg 150 mg Placebo 

  Adverse Reactions (N = 691) (N = 692) (N = 694) 
n (%) n (%) n (%) 

  Nasopharyngitis 79 (11.4) 85 (12.3) 60 (8.6) 
  Diarrhea 28 (4.1) 18 (2.6) 10 (1.4) 
  Upper respiratory tract infection 17 (2.5) 22 (3.2) 5 (0.7) 
  Rhinitis 10 (1.4) 10 (1.4) 5 (0.7) 
  Oral herpes  9 (1.3) 1 (0.1) 2 (0.3) 
  Pharyngitis 8 (1.2) 7 (1.0) 0 (0) 
  Urticaria 4 (0.6) 8 (1.2) 1 (0.1) 
  Rhinorrhea 8 (1.2) 2 (0.3) 1 (0.1) 

 

Adverse reactions that occurred at rates less than 1% in the placebo-controlled period of Trials 1, 2, 3, and 
4 through Week 12 included: sinusitis, tinea pedis, conjunctivitis, tonsillitis, oral candidiasis, impetigo, otitis 
media, otitis externa, inflammatory bowel disease, increased liver transaminases, and neutropenia.  
Infections 
In the placebo-controlled period of the clinical trials in plaque psoriasis (a total of 1382 subjects treated 
with COSENTYX and 694 subjects treated with placebo up to 12 weeks), infections were reported in 28.7% 
of subjects treated with COSENTYX compared with 18.9% of subjects treated with placebo. Serious infec-
tions occurred in 0.14% of patients treated with COSENTYX and in 0.3% of patients treated with placebo 
[see Warnings and Precautions (5.1)]. 
Over the entire treatment period (a total of 3430 plaque psoriasis subjects treated with COSENTYX for  
up to 52 weeks for the majority of subjects), infections were reported in 47.5% of subjects treated with 
COSENTYX (0.9 per patient-year of follow-up). Serious infections were reported in 1.2% of subjects treated 
with COSENTYX (0.015 per patient-year of follow-up). 
Phase 3 data showed an increasing trend for some types of infection with increasing serum concentration 
of secukinumab. Candida infections, herpes viral infections, staphylococcal skin infections, and infections 
requiring treatment increased as serum concentration of secukinumab increased.  
Neutropenia was observed in clinical trials. Most cases of secukinumab-associated neutro penia were tran-
sient and reversible. No serious infections were associated with cases of neutropenia. 
Inflammatory Bowel Disease 
Cases of inflammatory bowel disease, in some cases serious, were observed in clinical trials with COSENTYX. 
In the plaque psoriasis program, with 3430 patients exposed to COSENTYX over the entire treatment period 
for up to 52 weeks (2725 patient-years), there were 3 cases (0.11 per 100 patient-years) of exacerbation  
of Crohn’s disease, 2 cases (0.08 per 100 patient-years) of exacerbation of ulcerative colitis, and 2 cases 
(0.08 per 100 patient-years) of new onset ulcerative colitis. There were no cases in placebo patients  
(N = 793; 176 patient-years) during the 12 week placebo-controlled period.  
One case of exacerbation of Crohn’s disease was reported from long-term non-controlled portions of ongoing 
clinical trials in plaque psoriasis [see Warnings and Precautions (5.3)]. 
Hypersensitivity Reactions 
Anaphylaxis and cases of urticaria occurred in COSENTYX treated patients in clinical trials [see Warnings 
and Precautions (5.4)]. 
Psoriatic Arthritis 
COSENTYX was studied in two placebo-controlled psoriatic arthritis trials with 1003 patients (703 patients 
on COSENTYX and 300 patients on placebo). Of the 703 patients who received COSENTYX, 299 patients 
received a subcutaneous loading dose of COSENTYX (PsA1) and 404 patients received an intravenous loading 
dose of secukinumab (PsA2) followed by COSENTYX administered by subcutaneous injection every four 
weeks. During the 16-week placebo-controlled period of the trials in patients with psoriatic arthritis, the 
overall proportion of patients with adverse events was similar in the secukinumab and placebo-treatment 
groups (59% and 58%, respectively). The adverse events that occurred at a proportion of at least 2% and  
at a higher proportion in the COSENTYX groups than the placebo groups during the 16-week placebo- 
controlled period were nasopharyngitis, upper respiratory tract infection, headache, nausea, and hyper -
cholesterolemia. The safety profile observed in patients with psoriatic arthritis treated with COSENTYX is 
consistent with the safety profile in psoriasis.  
Similar to the clinical trials in patients with psoriasis, there was an increased proportion of patients with 
infections in the COSENTYX groups (29%) compared to placebo group (26%) [see Warnings and Precau-
tions (5.1)].  
There were cases of Crohn’s disease and ulcerative colitis that include patients who experienced either 
exacerbations or the development of new disease. There were three cases of inflammatory bowel disease, 
of which two patients received secukinumab and one received placebo [see Warnings and Precautions 
(5.3)].   
Ankylosing Spondylitis 
COSENTYX was studied in two placebo controlled ankylosing spondylitis trials with 590 patients (394 patients 
on COSENTYX and 196 patients on placebo). Of the 394 patients who received COSENTYX, 145 patients 
received a subcutaneous load of COSENTYX (study AS1), and 249 received an intravenous loading dose of 
secukinumab (study AS2) followed by COSENTYX administered by subcutaneous injection every four 
weeks. During the 16-week placebo-controlled period of the trials in patients with ankylosing spondyl itis, 
the overall proportion of patients with adverse events was higher in the secukinumab groups than the 
placebo-treatment groups (66% and 59%, respectively). The adverse events that occurred at a proportion 
of at least 2% and at a higher proportion in the COSENTYX groups than the placebo groups during the  
16-week placebo-controlled period were nasopharyngitis, nausea, and upper respiratory tract infection. The 
safety profile observed in patients with ankylosing spondylitis treated with COSENTYX is consistent with the 
safety profile in psoriasis. In a third controlled study of AS (study AS3), the safety profile of the 300 mg 
dose of COSENTYX was consistent with the safety profile of the 150 mg dose of COSENTYX.  
Similar to clinical trials in patients with psoriasis, there was an increased proportion of patients with infections 
in the COSENTYX groups (31%) compared to the placebo group (18%) [see Warnings and Precautions 
(5.1)]. 
In the original ankylosing spondylitis program, with 571 patients exposed to COSENTYX there were 8 cases 
of inflammatory bowel disease during the entire treatment period [5 Crohn’s (0.7 per 100 patient-years) and 
3 ulcerative colitis (0.4 per 100 patient-years)]. During the placebo-controlled 16-week period, there were  
2 Crohn’s disease exacerbations and 1 new onset ulcerative colitis case that was a serious adverse event in 
patients treated with COSENTYX compared to none of the patients treated with placebo. During the remain-
der of the study when all patients received COSENTYX, 1 patient developed Crohn’s disease, 2 patients had 
Crohn’s exacerbations, 1 patient developed ulcerative colitis, and 1 patient had an ulcerative colitis exacer-
bation [see Warnings and Precautions (5.3)]. 
6.2 Immunogenicity 
As with all therapeutic proteins, there is the potential for immunogenicity. The immunogenicity of COSENTYX 
was evaluated using an electrochemiluminescence-based bridging immunoassay. Less than 1% of subjects 
treated with COSENTYX developed antibodies to secukinumab in up to 52 weeks of treatment. However, this 
assay has limitations in detecting anti-secukinumab antibodies in the presence of secukinumab; therefore 
the incidence of antibody development might not have been reliably determined. Of the subjects who devel-
oped antidrug antibodies, approximately one-half had antibodies that were classified as neutralizing. Neu-
tralizing antibodies were not associated with loss of efficacy.  
The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Addi-
tionally, the observed incidence of antibody (including neutralizing antibody) positivity in an assay may be 
influenced by several factors including assay methodology, sample handling, timing of sample collection, 
concomitant medications, and underlying disease. For these reasons, comparison of incidence of antibodies 
to COSENTYX with the incidences of antibodies to other products may be misleading. 

  7  DRUG INTERACTIONS  
7.1 Live Vaccines 
Patients treated with COSENTYX may not receive live vaccinations [see Warnings and Precautions (5.6)].  
7.2 Non-Live Vaccines 
Patients treated with COSENTYX may receive non-live vaccinations. Healthy individuals who received a  
single 150 mg dose of COSENTYX 2 weeks prior to vaccination with a non-U.S. approved group C meningo-
coccal polysaccharide conjugate vaccine and a non-U.S. approved inactivated seasonal influenza vaccine 
had similar antibody responses compared to individuals who did not receive COSENTYX prior to vaccina-
tion. The clinical effectiveness of meningococcal and influenza vaccines has not been assessed in patients 
undergoing treatment with COSENTYX [see Warnings and Precautions (5.6)].  
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7.3 CYP450 Substrates 
The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g., IL-1, IL-6, 
IL-10, TNFα, IFN) during chronic inflammation.  
Results from a drug-drug interaction study in subjects with moderate to severe psoriasis showed no clini-
cally relevant interaction for drugs metabolized by CYP3A4. 
Upon initiation or discontinuation of COSENTYX in patients who are receiving concomitant CYP450 sub-
strates, particularly those with a narrow therapeutic index, consider monitoring for therapeutic effect or 
drug concentration and consider dosage adjustment as needed [see Clinical Pharmacology (12.3) in the full 
prescribing information]. 

  8  USE IN SPECIFIC POPULATIONS  
8.1 Pregnancy 
Risk Summary 
Limited available human data with COSENTYX use in pregnant women are insufficient to inform a drug 
associated risk of adverse developmental outcomes. In an embryo-fetal development study, no adverse 
developmental effects were observed in infants born to pregnant monkeys after subcutaneous administra-
tion of secukinumab during organogenesis at doses up to 30 times the maximum recommended human 
dose (MRHD) (see Data).  
The background risk of major birth defects and miscarriage for the indicated population is unknown; how-
ever, the background risk in the U.S. general population of major birth defects is 2%-4% and of miscarriage 
is 15%-20% of clinically recognized pregnancies. 
Data 
Animal Data 
An embryo-fetal development study was performed in cynomolgus monkeys with secukinumab. No malfor-
mations or embryo-fetal toxicity were observed in fetuses from pregnant monkeys that were administered 
secukinumab weekly by the subcutaneous route during the period of organogenesis at doses up to 30 times 
the MRHD (on a mg/kg basis at a maternal dose of 150 mg/kg). 
A pre- and post-natal development toxicity study was performed in mice with a murine analog of secukinumab. 
No treatment related effects on functional, morphological or immunological development were observed in 
fetuses from pregnant mice that were administered the murine analog of secukinumab on gestation days 6, 
11, and 17 and on postpartum days 4, 10, and 16 at doses up to 150 mg/kg/dose. 

8.2 Lactation 
Risk Summary 
It is not known whether secukinumab is excreted in human milk or absorbed systemically after ingestion. 
There are no data on the effects of COSENTYX on the breastfed child or the effects on milk production. The 
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical 
need for COSENTYX and any potential adverse effects on the breastfed child from COSENTYX or from the 
underlying maternal condition.  
8.4 Pediatric Use 
Safety and effectiveness of COSENTYX in pediatric patients have not been evaluated. 
8.5 Geriatric Use 
Of the 3430 plaque psoriasis subjects exposed to COSENTYX in clinical trials, a total of 230 were 65 years 
or older, and 32 subjects were 75 years or older. Although no differences in safety or efficacy were observed 
between older and younger subjects, the number of subjects aged 65 years and older was not sufficient to 
determine whether they responded differently from younger subjects. 

10  OVERDOSAGE 
Doses up to 30 mg/kg intravenously have been administered in clinical trials without dose-limiting toxicity. 
In the event of overdosage, it is recommended that the patient be monitored for any signs or symptoms of 
adverse reactions and appropriate symptomatic treatment be instituted immediately.  
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East Hanover, New Jersey 07936 
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Theoretically, a more targeted drug 
like lebrikizumab might result in fewer 
side effects than other more broadly 
targeted treatments.

A phase 2 study, though not a 
head-to-head comparison, 
demonstrates lebrikizumab may 
have similar effi cacy.

Lebrikizumab 
differs from 
dupilumab in that 
it targets only IL-13.

Phase 2 data support 
pivotal role of IL-13
LISETTE HILTON | Sta�  Correspondent

T he high-a�  nity interleukin 13 (IL-
13) inhibitor lebrikizumab (Der-
mira) signi� cantly improved atopic 
dermatitis manifestations and symp-

toms with a safety pro� le similar to placebo, 
according to results from a phase 2b random-
ized clinical trial evaluating e�  cacy and safety 
in adults with moderate-to-severe atopic derma-
titis.1 The data support IL-13’s pivotal role in 
atopic dermatitis pathophysiology, according to 
a study published in JAMA Dermatology. 

Lebrikizumab is di� erent than dupilumab 
(Dupixent, Sano�  and Regeneron Pharmaceuti-
cals), which is approved to treat atopic dermatitis, 
according to the study’s lead investigator Emma 
Guttman-Yassky, M.D., Ph.D., professor and vice 
chair of dermatology at the Icahn School of Med-
icine at Mount Sinai.

“Dupilumab targets the IL-4 receptor alfa 
and, because it targets the receptor, it targets both 
IL-4 and IL-13,” Dr. Guttman-Yassky says. “Leb-
rikizumab targets only one of these cytokines, 
IL-13. Thus, it’s even more targeted than dup-
ilumab because it’s targeting a single cytokine.”

This phase 2 study with lebrikizumab for 
atopic dermatitis, while it is not a head-to-head 
study, suggests that its efficacy may be sim-
ilar to that of dupilumab, according to Dr. 
Guttman-Yassky. 

In this 16-week trial, researchers studied 280 
patients with moderate-to-severe atopic derma-
titis, mean age 39.3 years. They studied three 
doses, including 125 mg every four weeks with a 
25- mg loading dose; 250 mg every four weeks; or 
250 mg every two weeks, compared to placebo.

“…lebrikizumab showed rapid, dose-de-
pendent efficacy across a broad range of key 
[atopic dermatitis] clinical manifestations, 
including skin lesions, pruritus and quality of life 
in adult patients with moderate-to-severe [atopic 
dermatitis] not previously controlled by standard 
topical therapies,” the authors wrote. 

Patients experienced itch relief on day two of 
treatment, according to the paper. 

If phase 3 research goes well, it could be 
that patients on lebrikizumab might only need 
injections once a month. But that needs to be 
determined from phase 3 data, according to Dr. 
Guttman-Yassky. 

“It may be possible, after an induction to 
give the drug every four weeks. That may be an 
important factor for patients that seek fewer injec-
tions,” she says. 

Theoretically, a more targeted drug like leb-
rikizumab might result in fewer side e� ects than 
other more broadly targeted treatments. In this 
study, for example, researchers noted less than 
3% of patients had conjunctivitis compared to 
none in the placebo group. But that, too, might 
change in phase 3 trials. Conjunctivitis as an 
adverse event didn’t occur with any signi� cance 

until phase 3 studies with dupilumab, she says. 
Having another biologic option to treat 

atopic dermatitis is important, according to Dr. 
Guttman-Yassky. 

“Biologics are generally safe. We can use them 
to treat patients for the long term. We have cyclo-
sporin, but cyclosporin is an immune suppres-
sant that we cannot use in patients long term,” she 
says. “Because of the mechanism of action, many 
biologics do not necessitate frequent bloodwork 
and monitoring, they don’t interact with other 
drugs and so on.”

Lebrikizumab is being evaluated in two phase 
3 studies, ADvocate 1 and ADvocate 2, look-
ing at the drug’s safety and e�  cacy in patients 
ages 12 years and older with moderate-to-severe 
atopic dermatitis. Dermira received the FDA’s 
Fast Track designation for lebrikizumab for treat-
ment of atopic dermatitis in December 2019.

In addition to continuing studies on lebriki-
zumab, Dr. Guttman-Yassky’s lab is spearheading 
research on how to use biologics as personalized 
medicine for the treatment of atopic dermatitis.

“We de� ned multiple phenotypes for atopic 
dermatitis. I do think that in the future we may 
be able to treat patients in a personalized way to 
see if they need a single antibody or maybe some-
thing more broad,” she says. 
Reference: 
1  Guttman-Yassky E, Blauvelt A, Eichenfi eld LF, Paller AS, Armstrong AW, Drew J, 

Gopalan R, Simpson EL. Effi cacy and Safety of Lebrikizumab, a High-Affi nity Inter-
leukin 13 Inhibitor, in Adults With Moderate to Severe Atopic Dermatitis: A Phase 
2b Randomized Clinical Trial. JAMA Dermatol.  2020; 156(4): 411–420.

Disclosures: 
Dermira funded the study and had input in the study, including in the interpreta-
tion of data. 

Dr Guttman-Yassky has received research grants paid to Icahn School of Medicine 
from AbbVie, Almirall, Amgen, AnaptysBio, Asana Biosciences, Boehringer-Ingel-
heim, Celgene, Dermavant, DS Biopharma, Eli Lilly, Galderma, Glenmark, Innova-
derm, Janssen Pharmaceuticals, Kiniksa, Kyowa Kirin, LEO Pharma, Novan, Pfi zer, 
Ralexar, Regeneron, Sienna Biopharma, UCB, and Union Therapeutics. She serves 
as a consultant for AbbVie, Almirall, Amgen, Asana BioSciences, Boehringer-Ingel-
heim, Cara Therapeutics, Celgene, Concert, DBV, Dermira, DS Biopharma, Eli Lilly, 
EMD Serono, Escalier, Galderma, Glenmark, Kyowa Kirin, LEO Pharma, Mitsubi-
shi Tanabe, Pfi zer, RAPT Therapeutics, Regeneron, Sanofi , Sienna Biopharma, and 
Union Therapeutics.

“Dupilumab targets the IL-4 
receptor alfa and, because 
it targets the receptor, it 
targets both IL-4 and IL-13. 
Lebrikizumab targets only 
one of these cytokines, IL-13. 
Thus, it’s even more targeted 
than dupilumab because it’s 
targeting a single cytokine.”

Emma Guttman-Yassky, M.D., Ph.D., 
Icahn School of Medicine, 
Mount Sinai, New York
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The likelihood of intensive care 
unit admission or death from 
COVID-19 was not different in 
the two groups.

A case-control study from Italy showed that patients on 
a biologic or small molecule drug to treat psoriasis had 
an increased risk of developing COVID-19 and requiring 
hospitalization than the general population.

P atients with psoriasis being treated with 
a biologic agent appear to be at increased 
risk for developing COVID-19, but not 
for progression to a severe form of the 

coronavirus infection, according to a report from 
Italian researchers. In a paper published online 
in the journal Dermatologic Therapy, Giovanni 
Damiani, M.D., and colleagues presented the 
findings from a case-control study they conducted 
to understand the effect of biologic treatment on 
COVID-19 risk and prognosis.1 

In an unadjusted analysis, adult patients 
receiving a biologic or small molecule agent for 
treatment of moderate-to-severe plaque psoriasis 
had a statistically significant, 2.4-fold increased 
likelihood of having symptoms of COVID-19 
compared with the control group, which was 
comprised of the more than 10 million residents 
of the Lombardia region of Italy. 

The patients with psoriasis on a biologic 
or small molecule also had statistically signifi-
cant increased risks for being hospitalized with 
COVID-19 (2.6-fold) and quarantined at home 
with the infection (8-fold). However, they were 
not more likely than the controls to have been 
admitted to an intensive care unit (ICU) because 
of COVID-19 or to have died from their disease. 

Dr. Damiani is a clinical dermatologist, 
researcher at IRCCS Istituto Ortopedico 
Galeazzi, Milan, Italy, and director of the Young 
Dermatologists Italian Network. 

“This is one of the first large studies conducted 
to understand the effect of biologic therapy on pso-
riasis patients during the COVID-19 outbreak," 
he says. "Its results are consistent with reports 
that biologics increase susceptibility to develop-
ing respiratory infections and correspond with evi-

dence that biologic treatment may mitigate base-
line airway inflammation that occurs in patients 
with psoriasis. In addition, our findings support 
the hypothesis that by inhibiting pro-inflamma-
tory cytokines, a biologic might protect against 
progression of COVID-19 to a more severe stage.” 

Dr. Damiani continues, “Based on our find-
ings, we suggest that patients with psoriasis who 
are being treated with a biologic should be care-
fully monitored for symptoms of COVID-19 infec-
tion. However, because these individuals generally 
exhibit only the milder symptoms of the disease, 
it appears that the majority may be expected to be 
treated at home with follow-up via telemedicine or 
perhaps require a relatively short hospitalization.”

At the time the study was undertaken, the 
Lombardia region in Italy had the highest num-
ber of confirmed COVID-19 cases in Europe as 
well as the highest number of COVID-19-related 
hospitalizations and deaths. Subjects for inclu-
sion in the study’s case cohort were identified 
from those receiving care at the psoriasis clinic 
in San Donato Hospital, Milan. 

The study design reduces the potential for 
confounding variables, Dr. Damiani says of the 
strength, making it possible to present stronger con-
clusions. The case cohort resides in the same geo-
graphic region and have been exposed to the same 
potential environmental risk factors. All patients 
with psoriasis received the same teledermatology 
care from a single center by the same board-certified 
dermatologist using the same virtual visit criteria. 

A total of 1,193 patients met the eligibility 
criteria for case inclusion that required age >18 
years, diagnosis of moderate-to-severe plaque 
psoriasis for >1 year, participation in teleder-
matology, residence in Lombardia, and mainte-

nance monotherapy with a biologic or small mol-
ecule approved for psoriasis. The most common 
classes of treatment being received were interleu-
kin-17 inhibitors (45%), TNFα inhibitors (22%), 
and interleukin 12/23 inhibitors (20%).

Within the case cohort, 22 patients (1.8%) had 
a confirmed diagnosis of COVID-19, of which 
17 were quarantined at home (1.4%) and 5 were 
hospitalized (0.4%). None of the case patients 
diagnosed with COVID-19 had been admitted 
to an ICU, developed the most severe stage of 
COVID-19 (stage III, hyperinflammation phase 
with extrapulmonary manifestations driven by a 
cytokine storm), or had died from the infection.

Among the controls, 54,801 were COVID-
19 positive, 16,042 were quarantined at home, 
11,796 were hospitalized for their infection, 
1,236 were in the ICU, and 10,222 had died. 

Discussing the study’s limitations, Dr. Dami-
ani observed that in the case cohort, only 89 
patients (7.5%) were on a small molecule drug. 

“None of the patients on a small molecule bio-
logic therapy developed COVID-19, but because 
they represented the smallest proportion of the treat-
ment cohort, future studies should be done to evalu-
ate more in-depth the potential impact of small mol-
ecule biologic therapy on COVID-19,” he says. 

Dr. Damiani also notes that information for 
individuals in the control group were obtained 
using publicly available data from the Lombardia 
region that could not be independently validated. 
In addition, the between-group comparisons were 
unadjusted and done without any stratification of 
subjects by age group or matching by sex.  
Reference:
1  Damiani G, et al. Biologics increase the risk of SARS-CoV-2 infection and hospi-

talization, but not ICU admission and death: Real-life data from a large cohort 
during red-zone declaration. Dermatol Ther. 2020;e13475. [Epub May 1, 2020.]

Treatment with biologics may worsen infection risk, not prognosis
CHERYL GUTTMAN KRADER, B.S. PHARM | Staff Correspondent

COVID-19 risk
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They concluded that the risk for 
COVID-19 may be increased in 
these individuals, but the infections 
were mostly mild.

Dermatologists in Bergamo, Italy, report findings 
from a review undertaken to gather information on 
the impact of COVID-19 in patients being treated 
with a biologic agent for psoriasis.

COVID-19: Counseling  
patients on biologic use
CHERYL GUTTMAN KRADER, B.S. PHARM | Staff Correspondent

A review of f indings from patients 
receiving care through the psoria-
sis outpatient clinic at ASST Papa 
Giovanni XXIII Hospital, Bergamo, 

Italy, provides early insight into the risk and 
prognosis of COVID-19 in individuals receiv-
ing biologic therapy.

In a letter to the editor published online in the 
Journal of the American Academy of Dermatology 
Andrea Carugno, M.D., and colleagues reported 
their experiences and offered recommendations 
for patient care and counseling.1

“We learned relatively soon that any symptoms 
of COVID-19 being reported by our patients were 
mostly mild. Therefore, we became more confi-
dent advising patients not to stop their biologic 
therapy on their own,” Dr. Carugno says.

“However, our experience also suggested 
that patients with psoriasis who are on a biologic 
may be at risk for acquiring the infection. There-
fore, it is essential to counsel them on preventive 
hygiene measures and practices and emphasize 
the importance of compliance.”

STUDY MOTIVATION
Dr. Carugno told Dermatology Times that the 
decision to undertake an analysis of the health 
status of patients being treated with a biologic 
for psoriasis emerged from the need to fill gaps 
in information.

“Little was known about the impact of the 
novel coronavirus on patients receiving chronic 
immunosuppressive therapy, given that Bergamo 
was one of the first and most harshly hit cities by 
the pandemic in Europe,” he says. 

Experience caring for patients hospitalized 
with COVID-19 reinforced their interest in collect-
ing and sharing information about COVID-19 in 
patients being treated with biologics for psoriasis. 

“During those difficult weeks in March as the 
number of hospitalized patients rapidly increased, 
dermatologists at Bergamo Hospital were specif-

ically trained and then worked in the COVID-19 
units. The great suffering we saw along with the 
scarcity of information and available therapies for 
COVID-19 accentuated the urgency of collabo-
rating to find solutions for these patients and to 
share information that could be useful to our col-
leagues,” Dr. Carugno explains.

CLINICAL DETAILS
As reported in their letter, 159 patients with 
psoriasis who were on biologic therapy were 
contacted by telephone or seen within 45 days 
after the onset of the COVID-19 pandemic. The 
patients were on a variety of biologic therapies, 
including TNFα, interleukin-17, and interleu-
kin-(12)/23 inhibitors.

In total, 29 patients (18.2%) reported symp-
toms consistent with COVID-19, including 18 
of 25 patients (72%) who reported exposure to 
someone with a confirmed or suspected case of 
COVID-19. None of the patients with symptoms 
had tested positive for COVID-19, due to diffi-
culties administering tests in that period. 

In the vast majority of patients, symptoms sug-
gestive of COVID-19 were mild (86%). Three 
patients had moderate symptoms (10%), and one 
patient was hospitalized with severe symptoms, but 
was diagnosed with pneumococcal pneumonia. 

A comparison of patients with and without 
suspected COVID-19 symptoms found no sta-
tistically significant differences in sex or cardio-
metabolic comorbidities.

Six patients who called the clinic to report 
respiratory symptoms were advised to stop their 
biologic therapy and to wait up to 30 days after 
their symptoms resolved before restarting. Three 
patients who did not have symptoms of COVID-
19 stopped their biologic therapy on their own 
and experienced worsening of their psoriasis.

CONCLUDING THOUGHTS
Dr. Carugno notes that the findings reported in 

this letter are preliminary and based on a lim-
ited patient population. 

“We are continuing to collect data as our 
outpatient service has resumed its close to nor-
mal activities and more patients are returning for 
appointments. So far, our observations confirm 
our initial findings,” he says.  “Larger numbers 
of patients will need to be studied, however. To 
that end, an in-depth multicenter study is cur-
rently underway throughout Italy.”

Dr. Carugno adds that he and his colleagues 
would also like to be able to investigate the 
true prevalence of COVID-19 infection among 
patients being treated with a biologic agent by 
conducting serological tests for antibodies. 

“Unfortunately, however, regional guidelines 
are in place that limit the use of these assays for 
now,” he says. 

Dr. Carugno acknowledges that the reliance 
on data collection through patient self-report-
ing of health status via telephone interviews is 
another limitation of the investigation.

“Certainly our experience with having to rely 
on telemedicine during the COVID-19 pandemic 
has taught us the value of this method for main-
taining communication with our patients, and 
perhaps it has even brought us to believe that the 
utility of telemedicine has been underestimated 
in the past,” Dr. Carugno says. “Although it can 
be said that a simple phone call from the physi-
cian can be very reassuring for patients, particu-
larly in challenging times such as exist during the 
pandemic, remote contact cannot fully replace 
the clinical and human support that can be pro-
vided only through face-to-face interaction.” 
Reference:
1  Carugno A, Gambini DM, Raponi F, et al. COVID-19 and biologics for pso-

riasis: a high-epidemic area experience - Bergamo, Lombardy, Italy. 
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Case study finds no safety concerns, suggests possible benefit 
for countering virus-induced inflammation

The authors postulate that the anti-
inflammatory effects of apremilast may have 
played a role in the patient’s rapid recovery 
from his viral infection.

A case report describes the course of 
a patient who developed COVID-19 
pneumonia while being treated with 
apremilast for erythrodermic psoriasis.

Apremilast treatment in a 
patient with COVID-19

The effect of existing pharmacothera-
pies on a patient’s risk of contracting 
COVID-19 and the clinical course 
of the viral infection has been of high 

interest and a topic for a number of published 
papers in the dermatology literature. In a recent 
Letter to the Editor appearing in the Journal of 
the European Academy of Dermatology and Vene-
reology, dermatologists from the University of 
Cagliari, Cagliari, Italy, reported on a patient who 
developed a severe COVID-19 pulmonary infec-
tion while being treated with apremilast (Otezla, 
Amgen) for erythrodermic psoriasis.1

The patient also had recurrent brain oligoden-
droglioma that presented a contraindication to the 
use of most other therapies that would be used to 
control the erythrodermic psoriasis.  One week 
after he had attended an appointment in a hospi-
tal clinic to be evaluated for brain radiotherapy, the 
patient developed symptoms of COVID-19, which 
included a high fever and severe cough. He was 
found to have bilateral interstitial pneumonia on 
radiographic imaging, and the diagnosis of COVID-
19 was confirmed by a swab test for the coronavirus. 

The man was admitted to the hospital where 
he was started on antiviral and antibacterial med-
ications. He was discharged home six days later, 
based on clinical resolution of his COVID-19 
symptoms and two consecutive negative swabs 
for SARS-CoV2. 

Laura Atzori, M.D., corresponding author 
of the article and associate professor of derma-
tology, University of Cagliari, told Dermatology 
Times, “Apremilast is a very interesting innova-
tive drug that appears to be safe as a treatment for 
psoriasis and psoriatic arthritis in patients who 
may not be candidates for biologics because of 
their comorbidities. Although our experience 

involves a single case, it appears that secondary 
to its activity for decreasing the release of inflam-
matory cytokines, apremilast may also have a 
positive effect in patients with severe COVID-
19 pneumonia.”

As an additional message, Dr. Atzori 
observed that the reported case underscores the 
importance of implementing care strategies for 
protecting vulnerable patients from contracting 
COVID-19.

“Patients with chronic inf lammatory dis-
eases, such as psoriasis, have challenged conven-
tional management paradigms during the coro-
navirus SARS-2 pandemic,” she says. “Keep-
ing patients home and ensuring that they remain 
on effective treatment to control their chronic 
skin disease is paramount so that they can avoid 
coming to the clinic where they may be at greater 
risk for exposure to COVID-19. Unfortunately 
because of his brain tumor, our patient was 
forced to continue receiving care in a hospital set-
ting where we believe he contracted COVID-19.” 

The patient was a 45-year-old obese man with 
a 10-year history of severe psoriatic arthritis that 
had been treated over the years with a number of 
traditional and biologic agents. He developed an 
erythrodermic flare of his psoriasis after starting 
treatment with temozolomide for a nonoperable 
recurrence of his brain tumor. He was started on 
prednisone 50 mg/day and then apremilast 30 mg 
twice daily because of an insufficient response to 
the corticosteroid. 

After starting apremilast, the patient’s skin 
condition improved, and the prednisone dose 
was successfully tapered to 12.5 mg daily. Treat-
ment with apremilast was maintained during the 
patient’s hospitalization for COVID-19, and his 
psoriasis remained stable. 

As discussed in their paper, Dr. Atzori and 
colleagues note that the patient’s rapid recov-
ery from COVID-19 is particularly remarka-
ble considering that he had multiple risk factors 
for a poor outcome. In that regard, his history 
supports the safety of apremilast in the setting 
of the coronavirus infection. It is also consist-
ent with previous reports describing the safe use 
of apremilast in patients with other serious viral 
infections, including human immunodeficiency 
virus, hepatitis B virus, and hepatitis C virus.

The idea that apremilast may have had a ther-
apeutic effect on the patient’s COVID-19 pneu-
monia and contributed to his fast improvement 
derives from knowledge of the drug’s activity for 
decreasing the production of certain cytokines 
that have been identified in the milieu of chem-
ical mediators comprising the “cytokine storm” 
of COVID-19, including tumor necrosis fac-
tor-α and interleukin-6. In addition, apremilast 
was found in a preclinical model to prevent and 
reverse pulmonary inf lammation induced by 
carfilzomib, a proteasome inhibitor used to treat 
relapsing or recurrent multiple myeloma.

“There has been interest in using tocilizumab, 
an interleukin-6 receptor antagonist, for the treat-
ment of COVID-19. Considering the favorable 
safety profile of apremilast, we believe further stud-
ies are warranted to further understand its immu-
nomodulating activities and potential role in the 
management of COVID-19,” Dr. Atzori says. 
Disclosure: 
Dr. Atzori and her colleagues report no relevant financial interests.
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The biology of nonmelanoma skin cancers and their strong 
immunogenicity makes these tumors good candidates for 
novel and emerging immunotherapeutic agents.

Immunotherapy is 
promising for a variety 
of skin cancers.

Implications  
of immunotherapy 
ILYA PETROU, M.D. | Staff Correspondent

I mmunotherapy can be very effective in 
the treatment of advanced non-mela-
noma skin cancer (NMSC), according to 
a recent paper that looked at the immuno-

logic characteristics and current clinical data.1 
“Immunotherapy has been transformative for 

patients with MCC and SCC, especially where sur-
gery and radiation are not an option and for those 
who have metastatic disease. There are unique 
aspects of the biology of BCC, SCC and virus neg-
ative MCC that make them particularly sensitive to 
immunotherapy and good candidates for this treat-
ment approach,” says Evan T. Hall, M.D., assistant 
professor, division of medical oncology, University 
of Washington, and Clinical Research Division, 
Fred Hutchinson Cancer Research Center, Seat-
tle. He is head author of the study.  

Nonmelanoma skin cancer is an exceedingly 
common, and the vast majority of patients do 
not require treatment beyond surgery. However, 
there are rare patients in whom surgery and/or 
radiation therapy is insufficient and who could 
potentially benefit from immunotherapy, he says. 

Although the vast majority of patients with 
basal cell carcinoma (BCC) and squamous cell 
carcinoma (SCC) will not require immunother-
apy, those who do have advanced disease is sur-
prisingly high, which underscores the urgency 
for more effective treatment options, he says. 

“Until recently, there really was no effective 
systemic therapy for those set of patients with 
advanced disease, with most patients relegated to 
surgery and variably effective courses of chemo-
therapy,” Dr. Hall says.

Pembrolizumab (Keytruda, Merck) and ave-

lumab (Bavencio, EMD Serano and Pfizer) are 
two immunotherapy drugs that have proven to be 
very effective in the treatment of advanced Merkel 
cell carcinoma (MCC). Similarly, cemiplimab 
(Libtayo, Regeneron Pharmaceuticals and Sanofi 
Genzyme) has been effective in patients with SCC. 

The very high response rates suggest a strong 
immunologic characteristics associated with 
these cancers. The data with pembrolizumab 
and avelumab demonstrate durable long-term 
survival in some patients, an uncommon occur-
rence for patients with MCC. 

“Prior to immunotherapy, cytotoxic chemo-
therapy was commonly employed in patients 
with advanced disease, which usually led to brief 
responses but then the tumors would soon develop 
resistance. What we are seeing with pembroli-
zumab and avelumab is long-term survivors with 
MCC, which is truly remarkable for this patient 
population with historically poor outcomes,” says 
Shailender Bhatia, M.D., associate professor, divi-
sion of medical oncology, University of Washington, 
and Clinical Research Division, Fred Hutchinson 
Cancer Research Center, Seattle, a senior author. 

Also considered to be a major breakthrough, 
cemiplimab is the first drug approved specifically 
for cutaneous SCC that has demonstrated good 
efficacy in an increasing number of patients.

According to Dr. Bhatia, one of the most fas-
cinating aspects of NMSCs is that they are a het-
erogenous group of cancers with different pathol-
ogies, but have similar etiologic factors including 
the association to UV radiation exposure. A pro-
portion of MCC tumors are unique in their asso-
ciation with Merkel cell polyoma virus. Despite 

the different mechanisms of carcinogenesis, the 
NMSC tumors have an inherent immunogenic-
ity coming from different sources, making immu-
notherapy almost a logical conclusion concerning 
potentially effective treatment approaches.

“The signatures in the mutations of cutane-
ous SCC, BCC, and virus negative MCC tum-
ors is highly suggestive of UV exposure, and the 
mutational burden is among the highest seen in 
solid tumors. These mutations can lead to the 
formation of neoantigens, which can also drive 
immunogenicity. This is why the responses to 
immunotherapy are among the highest we see 
among solid tumors, and certainly comparable 
to, if not higher than what one would perhaps 
expect with melanoma,” Dr. Bhatia says.

Not all mutations lead to strong antigens, Dr. 
Bhatia says. More important than a sheer num-
ber of antigens are quality antigens needed to 
drive an immune response, and patients who 
have those quality antigens and the subsequent 
immune response are probably most likely to 
benefit from immunotherapy. 

“There still is a lot of work to do, and future 
studies with long-term follow-up data could focus 
on more effective therapies for patients who do 
not respond, as well as finding better strategies 
to enhance the responses in patients who do 
respond to immunotherapeutic agents.” 
Disclosures: 
Drs. Hall and Bhatia report no relevant financial interests.
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versity School of Medicine & Health Sciences, 
Washington, D.C.

“What we do know for certain based on very 
strong evidence, however, is that exposure to 
ultraviolet (UV) radiation causes skin cancer 
and skin aging, and sunscreens used appropri-
ately can prevent those harmful effects.”

SETTING THE RECORD STRAIGHT
One of the major controversies surrounding 
sunscreen use is that it can interfere with natural 
Vitamin D synthesis. Studies on this topic have 
generated conflicting results, partly because of 
methodological differences. An important con-
sideration in extrapolating the results is that 

most people do not properly apply sunscreen. 
Therefore, cutaneous Vitamin D synthesis will 
not be totally inhibited in sunscreen users in the 
real-world. 

The bottom line, however, is that the concern 
represents a moot point because adequate sys-
temic Vitamin D levels can be achieved in the 
absence of cutaneous synthesis through foods 
and dietary supplements. 

“Patients should be told that they are able to 
get Vitamin D in safe ways without making the 
sacrifice of exposing themselves to the adverse 
effects of the sun by avoiding sunscreen use,” Dr. 
Friedman says. 

Oxybenzone exposure is another common 
consumer concern, and the issues relate both to 
its purported activity as an endocrine disruptor 
and environmental impact on ocean coral. Dr. 
Friedman points out that oxybenzone has many 
positive attributes that explain why it is a com-
monly used sunscreen ingredient. 

“Oxybenzone is inexpensive, easy to formulate, 
and provides very effective broad-spectrum pro-
tection against UVA and UVB radiation,” he says.

He acknowledged that it has received some 

negative attention as being one of the most com-
mon photo-allergens among UV filters. 

“The risk, however, is relevant to a small 
number of people and is not a reason to limit its 
widespread use.” Dr. Friedman says.

Claims that oxybenzone acts as an endo-
crine disruptor are based on data from preclini-
cal research using in vitro cell cultures and ani-
mals fed oxybenzone. In these experiments, the 
concentrations of oxybenzone causing adverse 
effects far exceed the level that can be achieved 
following external sunscreen use. 

“Researchers addressing the safety of topi-
cally applied oxybenzone calculated that a person 
would need to apply sunscreen at the density rec-
ommended by the U.S. Food and Drug Admin-
istration of 2 mg/cm2 to 100% of the body surface 
area daily for 35 years to reach the systemic level 
reported to be harmful,” Dr. Friedman says. 

“To date, there have been no clinically signif-
icant negative effects of oxybenzone in humans.”  

Concern that oxybenzone represents an envi-
ronmental toxin causing coral bleaching has led 
some states and municipalities to ban the sale of 
oxybenzone-containing sunscreens. Evidence 
linking oxybenzone to coral bleaching, however, 
comes from an artificial model conducted with 
conditions that do not replicate actual marine 
reef ecosystems. Furthermore, the adverse effect 
occurred at a concentration of oxybenzone that 
exceeds its level in the ocean, even in waters off 
highly vacationed coasts. 

“This is another situation where we need 
to look at the numbers in the real-world versus 
the lab and consider the confounders. There are 
numerous environmental factors that contrib-
ute to coral bleaching, and areas where there is 
maximal coral bleaching do not correspond with 
human habitation,” Dr. Friedman says. 

“On the other hand, oxybenzone is the most 
effective sunscreen ingredient we have that cov-
ers UVA. States that are banning oxybenzone have 
overstepped in limiting its availability considering 
the current state of science,” Dr. Friedman says.

“ People from certain special interest groups and industries are dissem-
inating claims and reports associating sunscreens with a range of dele-
terious effects. When the data are carefully examined, however, it is clear 
there is no valid foundation for the existing concerns.”
Adam Friedman, M.D., The George Washington University School of Medicine & Health Sciences, Washington, D.C.

Quick TAKES

understanding the evidence on sunscreen 
benefits and safety is key for discussing the 
information with patients and encouraging 
proper sunscreen use.

Patients may be afraid to use a sunscreen 
considering reports describing the 
potential for a variety of adverse effects.

| Although some research suggests facial use of 
mineral-based sunscreens as a cause for frontal fibrosing 
alopecia (FFA), there is insufficient evidence to establish 
a direct causal relationship nor to support advising 
sunscreen avoidance in patients with FFA. 

Photo courtesy: Adam Friedman, M.D.

} Sunscreen controversies cause confusion FROM PAGE 1
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He adds, “Patients can be told that hypotheti-
cal environmental concerns alone should not inter-
fere with sun protection, but if they are worried, 
they can use a mineral-based sunscreen instead.”

MINERAL-BASED SUNSCREEN CONCERNS
Dermatologists may find themselves fielding 
a growing number of questions about risk of 
frontal � brosing alopecia (FFA) with facial sun-
screen use. This concern may emerge based on 
recent studies that reported � nding titanium 
species on the hair shaft of patients with FFA.

“Remember that correlation does not equal 
causation,” Dr. Friedman says.

“Authors of a recent review article on this 
topic concluded that there is insu�  cient evidence 
to establish a direct causal relationship between 
sunscreen and FFA.1 Therefore, the medical 
community should take pause before advising 
sunscreen avoidance in patients with FFA.”

Concerns about the safety of nanosized parti-
cles in mineral-based sunscreens were more prev-
alent in the past but have generally diminished 
after accumulating evidence showed that the par-
ticles do not penetrate or harm the skin. 

“The materials may be detrimental if inhaled 
or ingested, which argues against using miner-
al-based sunscreens in aerosolized formulations. 
There is not any problem, however, with cream 
or lotion preparations,” Dr. Friedman says.

PICKING THE RIGHT SPF
The wide range of SPF values found in availa-
ble sunscreens is another source of confusion 
for consumers who wonder what they should 
choose. While the o�  cial recommendation from 
the American Academy of Dermatology advises 
selecting a product with an SPF of at least 30, 
patients may wonder if higher is better. 

As it relates to protection against UVB radi-

ation, sunscreens provide only incrementally 
greater protection as the SPF value increases 
above 30, assuming the product is properly 
used. The average consumer, however, applies 
only one-fourth to one-half of the amount needed 
to impart the labeled SPF value. Choosing a sun-
screen with an SPF higher than 30 has utility to 
compensate for underuse.  

“Regardless of the SPF value, sunscreens cost 
the same and feel the same on the skin, but it may 
be worthwhile to recommend choosing a higher 
SPF product knowing that it will be more likely to 
give the patient proper protection in the setting of 
expected use,” Dr. Friedman says.

Dr. Friedman serves as a consultant for 
Aveeno, Cerave, and La Roche-Posay, and Neu-
trogena. 
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“ What we do know for certain based on very strong evi-
dence, however, is that exposure to ultraviolet (UV) radi-
ation causes skin cancer and skin aging, and sunscreens 

used appropriately can prevent those harmful effects.”
Adam Friedman, M.D., The George Washington University School of Medicine & Health Sciences, Washington, D.C.

PHYSICAL SUNSCREENS SIDESTEP CONCERNS

skin cancer

By JOHN JESITUS

IF PATIENTS ARE CONCERNED that sunscreen use may harm 
their health or the environment, physical sunscreens 
such as zinc oxide may provide the most reassurance, 
says Michael Ming, M.D., associate professor of derma-
tology at the Hospital of the University of Pennsylvania.

“The general recommendation by dermatologists is 
that sunscreens should be an important part of the arse-
nal that we use against skin cancer,”he says. 

However, public concern has arisen over the possibili-
ty that sunscreen ingredients may harm coral reefs. Lab-
oratory data suggest that certain chemical sunscreens 
may reduce the viability of algae that are important for 
the health of the coral reef. 

“Having certain types of sunscreen ingredients washed 
off thousands of tourists near these coral reefs may make it 
harder for the reefs to stay healthy,” Dr. Ming says. Although 
it’s unclear how large a role chemical sunscreens play, 
some tourist destinations have begun banning ingredi-
ents such as oxybenzone, while some water parks have 
policies favoring biodegradable physical sunscreens.

Whether chemical sunscreens can harm people is 

somewhat complicated, he says, because many ingre-
dients in chemical (and physical) sunscreens are found 
in other consumer products. For example, studies have 
shown that 97% of Americans have oxybenzone in their 
urine. Studies need to look at whether ingredients get 
absorbed into the body, and, if they do, what are the poten-
tial health effects, he says.

Studies in rats have shown that certain chemical 
sunscreens (such as oxybenzone) may act as estro-
gen agonists or have anti-androgenic effects. How-
ever, similar human studies are lacking, and research 
animals typically get very high oral doses, not topical 
application, he says.

FDA guidelines say that if the plasma concentration 
of a consumer chemical falls under 0.5 ng/mL, further 
study is likely unwarranted. In two recent clinical trials,1,2

FDA researchers found that when subjects used chem-
ical sunscreens per label instructions, plasma concen-
trations of all agents studied (avobenzone, oxybenzone, 
octocrylene, homosalate, octisalate and octinoxate) were 
above this level after one application and rose with reap-
plication. The data do not necessarily indicate that these 
agents are causing harm, he adds. They do mean the 

FDA threshold has been reached, and further studies 
are needed, Dr. Ming says.

Among FDA-approved physical sunscreens, he says, 
inhaled titanium dioxide is considered carcinogenic by 
the European Commission.  However, zinc oxide probably 
poses no health hazard because its particles are larger 
than those of titanium dioxide. No data show signifi cant 
systemic absorption of either agent by topical applica-
tion, Dr. Ming says.  If there’s a question about which to 
use, zinc oxide might be the better choice, he adds. Simi-
larly, he says, although no data prove health dangers from 
chemical or physical sunscreens, concerned patients 
can use zinc oxide lotion with confi dence in its safety. 

Disclosures:
Dr. Ming reports no relevant fi nancial interests.
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A novel filler injection technique may address the 
different facial areas and compartments, respect 
the line of ligaments for optimal lifting and volumizing 
effects, while requiring less filler product. 

Optimizing facial rejuvenation 
cosmetic outcomes using 
fillers can sometimes be 
challenging. 

A recent study1 highlighted the advan-
tages of a novel facial rejuvenation 
technique that gives special atten-
tion to the line of ligaments for opti-

mal and more efficient lifting and volumizing in 
clinical outcomes. 

“The basic idea of the filler injection tech-
nique is that whenever addressing the different 
facial areas/compartments, the order in which 
one injects and where are crucial in optimizing 
lifting and volumizing effects, and to ultimately 
be more efficient by using less product with sim-
ilar outcomes as with other filler injection tech-
niques,” says Gabriela Casabona, M.D., director 
of clinical research at the Ocean Clinic in Mar-
bella, Spain.

Dr. Casabona and fellow colleagues inves-
tigated the novel filler injection protocol that 
makes use of the concept of the line of ligaments 
and the surface-volume coefficient. The retro-
spective study included 306 Caucasian patients 
(270 females, 36 males) who each underwent a 
standardized injection protocol consisting of a 
total of six boluses and one retrograde fanning 
technique injections in the infraorbital area using 
a 22G and a 25G blunt-tip cannula, respectively. 
Medial midfacial distances were measured using 
skin surface landmarks and compared after the 
injection of the partial and total algorithm. 

Results showed that the distances between 

the dermal location of the lateral sub-orbicula-
ris oculi fat (SOOF) or G-point and the dermal 
location of the mandibular ligament increased by 
0.17 ± 0.11 mm, to the corner of the mouth by 
0.20 ± 0.09 mm, and to the nasal ala by 0.20 ± 
0.11 mm. Data also showed that the reposition-
ing of the facial soft tissues resulted in a decrease 
of the height of the lower eyelid by 0.49 ± 0.13 
mm. Local edema (5.9% of patients) was the 
most common adverse event followed by bruis-
ing (4.9% of patients), both transient and quick 
to resolve. 

Separating the mid and lateral face, the imag-
inary line of ligaments, is the connecting trajec-
tory between the four major facial ligaments 
including the temporal ligamentous adhesion, 
lateral orbital thickening, the zygomatic ligament, 
and the mandibular ligament. According to Dr. 
Casabona, understanding and respecting the line 
of ligaments when injecting fillers in facial rejuve-
nation procedures results in more natural lifting 
and volumizing clinical outcomes. In addition, 
filler procedures are also more efficient with this 
technique, as filler product is spared, which can 
translate into safer procedures.

“The clinical behavior of the filler you use 
depends on where you position it in the face. 
When you do liftings, you should never start in 
the mid face; but instead, always begin in the lat-
eral face,” Dr. Casabona says. “We believe that 

the best way to respect the proportions and the 
anatomy is to address the ligaments first, and 
then you contour the face and fill the mid face 
according to the patient’s needs.” 

First injecting the lateral face will require 
less support medially and, therefore, less filler 
product to be used medially when subsequently 
addressing the mid face. Injecting laterally, Dr. 
Casabona says that the lateral SOOF or fat pad 
is the most effective area to lift the mid face. The 
key is to take advantage of the thick facial liga-
ments and tense them by placing points very 
close to the line of ligaments, which, according 
to Dr. Casabona, creates a very good effect in 
terms of eye correction and mid face lifting and 
can optimize clinical outcomes.

When re-volumizing the mid face, the tech-
nique allows the clinician to reposition the facial 
structures while injecting only a little amount of 
filler product. After repositioning the fat pads, one 
can then re-volumize and contour the mid cheek 
and face according to treatment goals. According 
to Dr. Casabona, the technique can be used to cor-
rect the tear troughs, nasolabial folds, nasojugal 
grooves, and enhancing mid face volume. 

“When repositioning, the cheek will also look 
a little rounder than before because you are lifting 
the fat pads up. They are bearing down on the 
nasolabial folds and when you lift everything, it 

Expert discusses how to use the line of ligaments  
and surface volume coefficient
ILYA PETROU, M.D. | Staff Correspondent

Injection technique aims  
to optimize outcomes

TECHNIQUE CONTINUES ON PAGE 37�
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makes a difference in the shape and how it looks,” 
Dr. Casabona says. 

According to Dr. Casabona, the great-
est advantage of the technique is that the clini-
cian can treat more than one area involving the 

eye and mid face in one sitting with a very few 
amounts of points of injection. 
Disclosure: 
Dr. Casabona reports no relevant financial interests.

Reference:
1  Casabona G, Bernardini FP, Skippen B, et al. How to best utilize the line of liga-
ments and the surface volume coefficient in facial soft tissue filler injections. J 
Cosmet Dermatol. 2020 Feb;19(2):303-311. doi: 10.1111/jocd.13245. Epub 2019 
Dec 15. 

} Technique: Order in which one injects and where are crucial in optimizing effects FROM PAGE 36

T he often-devastating impact of 
female hair loss requires dermatol-
ogists to diagnose and quell under-
lying pathology as quickly as pos-

sible, usually using combination therapies fol-
lowed by long-term maintenance.

For milder forms of hair loss, Wendy E. Rob-
erts, M.D., Mirage, Calif., prescribes Viviscal, 
Nutrafol and Vitalize Hair supplements in dif-
ferent ways. 

“Some people take two of them. Some may 
rotate two of them,” she says.

Vitalize gummies provide a basic multivi-
tamin, with increased amounts of hair-growth 
helpers including biotin, zinc, folate and vita-
min D. 

“The Viviscal AminoMar is a special ingre-
dient. I may want [patients] on that too,” adds 
Dr. Roberts. “Nutrafol’s ashwagandha addresses 
stress-related problems.” 

Dietarily, Dr. Roberts recommends that 
patients eat more sulfur-rich foods such as beef.

With nonscarring alopecia’s, Valerie Callen-
der, M.D., Washington, D.C., says that if one can 
determine the cause, most patients can achieve 
regrowth. 

A key aspect of the hair-loss examination is 
determining whether the problem stems from the 
scalp or distal hair shaft. Dr. Callender performs 
hair-pull tests in different sections of the scalp. 

“I usually perform the test at the vertex, two 
parietal sides and the occipital area of the scalp,” 
she says. “It is best to select 15 or more hairs 

from each section and pull. I look to see if the 
hair is shedding or coming out from the scalp, or 
if there are broken hairs that correlate with hair 
breakage.”

Hair breakage or acquired trichorrhexis 
nodosa usually results from grooming habits 
such as chemical treatments and the overuse of 
heat, like blow dryers. Shedding from the scalp 
usually signifies a scalp or systemic component. 
If it’s systemic, the first things to consider are 
telogen effluvium and female pattern hair loss 
(FPHL), which is categorized by very mild shed-
ding and is the most common type of hair loss in 
all women. Dermatoscopy can help differentiate 
between various forms of female hair loss. 

Subdermal platelet-rich plasma (PRP) can 
help with androgenetic alopecia (AGA). In a 2018 
study published in Dermatologic Surgery, Hau-
sauer et al. showed that a regimen including three 
monthly sessions with an additional booster 
every three months (Group 1) outperformed 
two sessions administered every three months 
(Group 2).2 In clinical practice, most dermatolo-
gists use the regimen of three-monthly sessions 
with an additional booster every three months. 

Nonscarring female hair loss may indicate 
hyperandrogenicity, which can produce polycys-
tic ovary syndrome (PCOS).3 Additional signs of 
PCOS can include acne, hirsutism (facial hair in a 
male distribution) and abnormal menses. 

“Hair loss can be a sign of an internal or sys-
temic problem. That’s why the workup is impor-
tant,” Dr. Callender says. 

Other forms of nonscarring female hair loss 
include anagen effluvium, alopecia areata and 
traction alopecia.

Cicatricial (scarring) alopecia tends to occur 
secondary to other factors such as infections, 
trauma, tumors or inflammatory processes. Cen-
tral centrifugal cicatricial alopecia (CCCA) is 
particularly common in women of color, with an 
estimated prevalence up to 5.6% among women 
of African ancestry.4 A recent study suggests 
there’s a genetic component to CCCA — vari-
ant PADI3.4

“That’s groundbreaking,” says Dr. Callender. 
“If you can identify a gene, you may be able to 
develop new therapies based on the gene.”

It’s important for patients to understand that 
CCCA treatment focuses on stopping disease 
progression. 

“That means we use anti-inf lammatory 
agents including topical and intralesional corti-
costeroids to treat the inflammation that precedes 
the scarring process,” she says. “We also use dox-
ycycline mainly as a systemic anti-inflammatory 
agent.” 

Once inflammation is resolved and the scalp 
is stable for at least a year, she says, patients can 
undergo hair transplantation. 
Disclosures:
Dr. Roberts is a speaker and/or consultant for Regen Lab, Aesthetics Biomedical, 
Lifes2Good, Nutraceutical Wellness Inc. And Vitalize. 

Dr. Callender reports no relevant financial interests.

References online at: 
bit.ly/hairtherapyreferences

JOHN JESITUS | Staff Correspondent

Combining hair growth 
treatments
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“Both FUE and FUT have pros and cons. 
Each may be preferred in a given patient at a 

given time depending on 
multiple factors, and because 
of changing circumstances, 
they may both be used dur-
ing an individual’s lifetime to 
obtain optimal results,” says 
Matt Leavitt, D.O., founder 
and CEO, Advanced Der-
matology and Cosmetic Sur-

gery, and Executive Medical Advisor for Bosley, 
Maitland, Fla.

Natalie Kash, M.D., is a board-certi� ed der-
matologist completing a hair restoration surgery 
fellowship under Dr. Leavitt. She adds, “A com-
bination approach that augments hair transplant 
surgery with other modalities can also be key for 
optimizing short-term and long-term outcomes.” 

Dr. Leavitt and Dr. Kash spoke to Dermatol-
ogy Times about the current state-of-the-art tech-
niques in hair restoration surgery.

INDIVIDUALIZING THE PLAN
The list of variables that are considered when 
planning hair transplantation surgery include 
the patient’s age, amount of donor hair availa-
ble, and expected future hair loss based on fam-
ily history. In addition, the decision takes into 
account the patient’s hair color and length, scar-
ring risk, scalp tightness, and willingness for 
social downtime. Cost may also be an issue.

Comparing FUT and FUE, Dr. Leavitt says 
that FUT is less expensive than FUE because 
FUT is both quicker to perform and often yields 
a higher number of grafts in a single session.

“When harvesting the grafts for FUT, it is 
easier for less experienced hair surgeons to visu-
alize the direction of individual follicular units, 
and; therefore, FUT may be associated with a 
lower rate of follicular transection compared with 
FUE,” he explains. 

Unlike FUE, FUT allows patients to keep the 
hair long at the donor site on the day of surgery.

On the other hand, depending on the color 
of their hair and other factors, patients may need 
to keep their hair longer at the donor site to cover 
the FUT linear scar after surgery. 

Compared with FUE, FUT is also a more 
invasive procedure overall and has the potential 
for more complications.

“FUT is associated with more bleeding than 
FUE, a greater risk for hypertrophic scarring, 
and carries a higher potential for patients to per-
ceive tightness or discomfort in the postoperative 
period,” Dr. Kash says. 

FUE avoids the downsides of FUT, but has 
its own list of disadvantages. Compared with 
FUT, it can be more di�  cult to obtain as many 
high-quality grafts in one FUE session, particu-
larly when the procedure is not performed by 
expert hands.

“Unless they are using an expensive piece of 

equipment for harvesting the grafts, beginning 
surgeons might struggle with preserving the nat-
ural anatomy of the hair follicle when performing 
FUE,” Dr. Leavitt says.

With serial FUE sessions, it becomes increas-
ingly di�  cult to obtain a high graft count as prior 
FUE scars alter the direction of the remaining 
hairs, and it is important to avoid overharvesting 
the donor area.

“FUE is sometimes described as scarless, 
but that is a misrepresentation. Although it does 
not produce a linear scar, it creates numerous 
small scars, and the resulting scalp contraction 
can alter the direction of surrounding hairs,” Dr. 
Kash explains.

With all of these issues in mind, FUE tends 
to be more attractive to patients who like to wear 
their hair shorter and those who want to avoid 
a linear scar. Because of the nature of the pro-
cedure, FUE is also very well-suited for people 
needing a limited number of grafts to address a 
localized area of hair loss such as for the treat-
ment of the eyebrows or a scar on the scalp.

In contrast, because it is able to harvest more 
grafts more easily, FUT will be a better option for  
men and women with more advanced androge-
netic alopecia, ie., men with Norwood stage 4-6 
balding or women with Ludwig type 2 or higher. 

FUTURE-BASED PLANNING 
For a variety of reasons, patients often have 
more than one hair transplantation procedure 
over their lifetime. 

“Hair loss is dynamic, and an individual’s tra-
jectory continues to evolve over time based on 
numerous environmental factors, genetics, their 
overall health, and age. Age-related changes also 
occur, including decrease in hair density, pig-
mentation, and mass,” Dr. Leavitt explains.
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 Hair transplantation outcomes improve FROM PAGE 1

HAIRCONTINUES ON PAGE 41

 1-2.
Before and After 
post six FUT 
surgeries. Patient is 
Dr. Leavitt.

Photos courtesy Matt 
Leavitt, M.D.

Quick TAKES

Each technique has advantages and 
disadvantages, and the choice of what 
technique should be selected should 
consider the unique needs, considerations, 
and preferences of the patient.

Excellent results can be achieved using 
either follicular unit extraction/excision (FUE) 
or follicular unit transplantation/transfer 
(FUT) for hair transplantation.

Optimization of long-term outcomes 
requires proper surgical planning, and 
the best results are achieved with the 
combination of surgical and medical 
treatments.

1. 2.

Dr. Leavitt
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“Furthermore, hair restoration can be an 
addicting pleasure for some people — the more 
hair they have, the more they want.” 

Whereas patients may have FUE or FUT ini-
tially, the other procedure may be more appropri-
ate later on taking into account changing patient 
preferences and clinical characteristics that can 
a� ect the potential to obtain the maximal num-
ber of quality grafts. For example, a patient who 
had a FUT procedure may not be a candidate for 
a second FUT later if scalp tightness precludes 
the ability to obtain another strip. Or, the patient 
may simply not want to have another linear scar. 
Someone whose � rst transplant was an FUE pro-
cedure might be a better candidate for FUT in 
the future to avoid overharvesting of follicular 
units from a donor area.

Anticipating ongoing loss is a critical consid-
eration when performing any hair transplanta-
tion surgery. With that in mind, Dr. Leavitt says 
that optimizing long-term outcomes depends on 
transplanting hairs not only in areas where there 
is signi� cant balding, but also at sites where there 
is less signi� cant thinning. This approach will 
allow a natural transition of hair density as hair 
loss continues over time.

“Placing the grafts only in the areas where 
hair loss is worse puts a patient at later risk for 
developing an appearance that does not exist in 
nature,” Dr. Leavitt says.

ADJUNCTS FOR OPTIMIZING RESULTS
Even patients who choose hair transplantation to 
address hair loss should be on medical therapy to 
maintain their existing hair. The bene� t of this 
combination approach was demonstrated in a 
double-blind study that randomized men to treat-
ment with � nasteride or placebo for one month 
before and 48 weeks after undergoing hair trans-
plantation1,” Dr. Leavitt says.

“We do not yet have a way of creating more 

donor hair, and the areas of hair on the head 
that are not susceptible to hormone-related loss 
are limited to sites on the back and sides of the 
head in men and may be even smaller in women. 
Therefore, it is important to preserve as much 
donor hair as possible,” he explains. 

Dr. Kash adds, “Adding medical therapy 
for a patient who has had surgical treatment for 
hair loss is part of a good long-term plan. Many 
patients who have surgery are just in their 20s or 
30s and may continue to seek treatment into their 
70s. Maintaining donor hairs is important to give 
these patients an optimal result over time.” 

COMBINATION APPROACHES
Aside from incorporating medical therapy, hair 
transplantation surgery may be combined with 
other modalities to achieve the best outcomes, 
Dr. Kash says. 

Platelet rich plasma (PRP) injection is one 
option. Delivered at the recipient site prior to 
placing the grafts, PRP has potential benefits 
for promoting graft survival and accelerating 
healing. 

“In the future, exosome therapy, which is an 
emerging injectable treatment being investigated 
for its potential to promote hair restoration and 
prevent hair loss, might also be combined with 
hair transplantation,” Dr. Kash says.

Scalp micropigmentation is another tech-
nique that could be used in patients having hair 
transplantation. This procedure involves the 
application of permanent ink to the scalp using 
micro� ne needles. 

Done in the area where hair is transplanted or 
elsewhere on the scalp, micropigmentation of the 
scalp can create an illusion of thicker fuller hair 
by reducing scalp visibility. It might also be used 
to add de� nition to the hairline or to camou� age 
the linear scar created with a FUT.

OPPORTUNITIES FOR TREATING 
SCARRING ALOPECIA 
Advances in hair transplantation also include 
the possibility of success in patients with scar-
ring alopecia who in the past were thought to be 
poor candidates for the surgery. However, the 
scarring condition must be medically stabilized 
and inactive for at least two years and up to � ve 
years according to some experts. In addition, it 
is important that the hair restoration surgeon is 
comfortable and experienced with the nuances of 
how and when to perform hair transplantation in 
patients with a history of scarring alopecia. 

Dr. Kash explained that multiple additional 
steps are often done prior to performing hair res-
toration surgery in patients with scarring alope-
cia to rule out disease activity. These include a 
careful clinical examination of the scalp with 
trichoscopy along with scalp biopsy in many 
cases for histological con� rmation of quiescence. 
Test grafts may also be appropriate in some cases. 

Patients with scarring alopecia who are consid-
ered candidates for surgical restoration also need 
to be counseled about the importance of contin-
uing medical treatment for their condition and 
maintaining regular follow-up with their managing 
dermatologist. They should also be told that there 
is a higher rate of graft failure in patients with scar-
ring alopecia versus androgenetic alopecia, even if 
the scarring condition has been inactive for years. 

“Patients must understand that medical man-
agement must be ongoing because surgery will 
not address the cause of the alopecia, and there 
is also a need to set appropriate expectations for 
their outcome,” Dr. Kash says. 
Disclosures: 
Neither Dr. Leavitt nor Dr. Kash report any relevant fi nancial interests.

Reference: 
LeavittM, Perez-meza D, Rao NA, Barusco M, Kaufman KD, Ziering C. Effects of fi n-
asteride (1 mg) on hair transplant. Dermatol Surg. 2005;31(10):1268-76.

“ FUE is sometimes described as scarless, 
but that is a misrepresentation. Although it does not 

produce a linear scar, it creates numerous small scars, 
and the resulting scalp contraction can alter 

the direction of surrounding hairs.”
Natalie Kash, M.D., Maitland, Fla.
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C L I N I CA L 
I N S I G H T S RARE DISEASE

It may present with nonspecific 
brown or purple/violaceous bruise-
like lesions, plaques, or tumors.

Skin manifestations are common 
with BPDCN, but may not correlate 
with disease stage.

BPDCN is a rare, aggressive 
hematologic malignancy 
that has a ‘myeloid’ origin.

Skin manifestations early 
sign of hematologic cancer
LISETTE HILTON | Staff Correspondent

B lastic plasmacytoid dendritic cell neo-
plasm isn’t a skin cancer. Yet, derma-
tologists might be the first providers 
to encounter these patients.

Blastic plasmacytoid dendritic cell neoplasm is 
a rare, aggressive hematologic malignancy that may 
manifest on the skin and may have leukemic dissem-
ination,” Larisa J. Geskin, M.D., president of the 
International Society for Cutaneous Lymphomas, 
told Dermatology Times. “It is derived from mye-
loid-derived resting plasmacytoid dendritic cells 
(type 2 dendritic cells), thus it has ‘myeloid’ origin. 
Because of its early manifestations on the skin, der-
matologists are well positioned to diagnose it early.”

Awareness about this cancer is lacking. Blastic 
plasmacytoid dendritic cell neoplasm, which most 
commonly impacts people in their 60s and 70s, is 
often misdiagnosed and under-reported. There’s lit-
tle data about it and limited options for treatment, 
according to the Leukemia and Lymphoma Society. 

THE CANCER’S IMMUNOPHENOTYPIC  
SIGNATURE
Dr. Geskin, associate professor of dermatol-
ogy and director of the Comprehensive Cuta-
neous Oncology Center at Columbia Universi-
ty’s Department of Dermatology, and colleagues 
reported in observation published April 2018 in 
JAMA Dermatology on a man in his 70s diagnosed 
with blastic plasmacytoid dendritic cell neoplasm.

The patient first noticed two purple asympto-
matic bumps on his chest. By two weeks, the bumps 
grew and spread to the patient’s back, face and scalp. 
He had a skin biopsy but developed severe abdom-
inal pain before being diagnosed and presented to 
the emergency department for the pain. 

The emergency room doctor noted many 
nontender purpuric nodules and plaques cover-
ing the man’s forehead, trunk and back. A CT 
scan showed marked splenomegaly and diffuse 
intra-abdominal and intra-thoracic lymphade-
nopathy. Laboratory values revealed an elevated 
white blood cell count, high lactate dehydroge-

nase level, low platelet count and low hemoglo-
bin level.

Other tests supported a blastic plasmacytoid 
dendritic cell neoplasm diagnosis, including a 
bone-marrow biopsy. Among other things, the 
biopsy showed CD4, CD56 and CD123 posi-
tivity. The initial skin biopsy results showed 
the immunophenotype was the same as the 
bone-marrow biopsy except for being CD56−, 
the authors wrote. 

Blastic plasmacytoid dendritic cell neo-
plasm’s pathology characteristically expresses 
CD4+ with CD123 and either BDCA2 or TCL1, 
according to Dr. Geskin.

“These tumors frequently express CD56 and 
differential staining should be performed by path 
laboratory. Pathological differential diagnosis 
including cutaneous T-cell lymphoma (CTCL), 
subcutaneous panniculitis like T-cell lymphoma, 
nasal-type extranodal NK/T-cell lymphoma and 
CD56+ acute myeloid leukemia,” according to 
Dr. Geskin. 

Interestingly, this case shows there are rare 
variants in the cancer’s immunophenotypic sig-
nature, according to the authors. Researchers 
have also noted immunohistochemical variations 
in a small number of blastic plasmacytoid den-
dritic cell neoplasm patients.

“… the observed phenotypic heterogeneity 
in this case suggests that obtaining biopsy speci-

mens from different sites might be necessary in a 
patient with putative [blastic plasmacytoid den-
dritic cell neoplasm] to maximize the chance of 
correct diagnosis,” they wrote.

THE RELEVANCE OF SKIN FINDINGS
Skin findings do not always correlate with dis-
ease stage in blastic plasmacytoid dendritic cell 
neoplasm patients. And cutaneous clues may be 
absent in leukemic blastic plasmacytoid den-
dritic cell neoplasm, according to Dr. Geskin. 

But skin manifestations are common with this 
cancer. According to the Leukemia and Lym-
phoma Society, skin is involved in 80% of blas-
tic plasmacytoid dendritic cell neoplasm cases. 
Blastic plasmacytoid dendritic cell neoplasm may 
present on the skin with nonspecific brown or 
purple/violaceous bruise-like lesions, plaques, or 
tumors, Dr. Geskin says. 

“Because there is no pathognomonic finding 
of [blastic plasmacytoid dendritic cell neoplasm] 
clinically, physicians have to have high level of 
suspicion and low threshold for offering a biopsy 
to the patients. Another important factor is evalu-
ation of the specimen by a pathology laboratory, 
which is familiar with an entity, so appropriate 
studies can be quickly done on the specimen, to 
expedite diagnosis and patient’s care,” she says.

Tagraxofusp-erzs (Elzonris, Stemline) is 
approved for blastic plasmacytoid dendritic cell 
neoplasm treatment in adult and pediatric patients 
two years and older. Patients tend to respond for 
only a short time to treatment, so the recommen-
dation is to evaluate these patients for allogeneic 
hematopoietic stem cell transplant and begin 
searching for a donor as soon as possible, accord-
ing to the Leukemia and Lymphoma Society. 
Disclosure: 
Dr. Geskin was an investigator on the Stemline Therapeutics study for blastic plas-
macytoid dendritic cell neoplasm.

Reference: 
1  Lopez AT, Shaw KS, Yamany T, Husain S, Geskin L. Immunophenotypic CD56 Vari-

ation Within a Single Patient With Blastic Plasmacytoid Dendritic Cell Neoplasm. 
JAMA Dermatol. 2018;154(4):492-494.

“Because of its early 
manifestations on the skin, 
dermatologists are well 
positioned to diagnose it early.”
Larisa J. Geskin, M.D. president, International 
Society for Cutaneous Lymphomas
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patients with COVID-19, from their admission to 
the � oor to their discharge or death. That included 
monitoring their labs, monitoring their respiratory 

status, providing 
them with medi-
cations, speaking 
with the families. 
We did everything 
for the patients,” 
Dr. Hejazi says. 

It had been 
about f ive years 
since Dr. Hejazi 
had end-of-l i fe 
conversations 
with families. 

“It was really 
challenging at first to remember those skills. 
Having end-of-life conversations is not some-
thing I’m used to doing anymore as a dermatol-
ogist. But it did come back to me after a couple 
of days. As physicians, this is what we do, and 
those skills, even if we haven’t used them in sev-
eral years, they’re still there,” she says. 

VOLUNTEERING, NO EASY DECISION
Einstein’s dermatology residents and fellows 
were aware that their decision to volunteer on 
hospital medical wards would throw them into 
providing medical care for which they weren’t 
adequately trained and would put them at risk 
for contracting the virus. 

Andrea Waldman, M.D., a fourth year der-
matology resident with Albert Einstein College of 
Medicine, volunteered but was concerned about 
being able to care for adults. Her experience was 
in pediatrics before training in dermatology. 

“I realized that I could do a lot more to help 
as a doctor than I realized I could,” Dr. Wald-
man says. “I basically functioned as a medicine 
intern under the supervision of the medicine res-
ident and the attending.”

None of the doctors on Dr. Waldman’s team 
intended to go into medicine, but each o� ered a 
di� erent perspective in the crisis, she says. 

“Our attending doctor was deployed from 
Florida as a military reserve attending with the 
Air Force. The other people on my team were a 
medicine resident, two medicine interns, a radiol-
ogy resident and an OB/gyn physician assistant. 
The medicine resident is going into surgery, the 
two interns in medicine are going into radiology 
and neurology,” Dr. Waldman says. 

Dr. Hejazi hesitated about volunteering 
because she has a family to think about, includ-
ing a breastfeeding 13-month-old daughter and 
3.5-year-old son. However, she says her first 
instinct after hearing the call to residents was to go. 

“We have a responsibility to help people anyway 
that we can and I really wanted to volunteer right 
away. But having a family, there was a concern about 
exposing my family to the virus,” Dr. Hejazi says. 

Dr. Hejazi says she took a few weeks to wait 
and see. But as things got worse in New York 
City, it became clear that she needed to help. Dr. 
Hejazi and her husband decided that they would 
remain together in their New York City apartment 
to weather the storm. She’d come home after the 
day’s work to a meticulous infection control rou-
tine. Dr. Hejazi says she’d walk through the doors 
to excited children and a husband who managed 
everything while she was gone but there would be 
no hugging until she carefully took o�  her hospital 
garb, showered and started the laundry. 

“I think it was pretty e� ec-
tive for us. No one got sick, 
thank God, so far,” she says. 

Five of the 18 volunteers, 
however, did get COVID-19 
and su� ered symptoms. 

Chief dermatology resi-
dent Claudia Hossain, M.D., 

worked most of the way through her COVID-19 
infection, Dr. Cohen recalls. 

“Claudia didn’t know she had it but wasn’t 
feeling great. Finally, she got tested. The results 
came back and she was positive, so we made her 
rest. She rested for about three days and went 
back to work. She was afebrile but had symp-
toms,” Dr. Cohen says. “One of the � rst residents 
who got infected spent 16 days in bed. We didn’t 
have anybody, thank God, with mysterious pul-
monary debilitation, but we really had people 
who were sick. It’s hard to explain the sacri� ces 
the residents made.”

Anyone exposed to an infected person would 
go into quarantine in the beginning stages of the 
pandemic. As it progressed to where basically 
everything, including the hospital cafeterias, 
were converted into places for COVID-19 beds, 
healthcare providers could work even if they had 
symptoms as long as they wore protective gear, 
according to Dr. Cohen. 

“People in other parts of the country just 
don’t realize,” Dr. Cohen says.

Being sick wasn’t what Dr. Hossain talked 
about during the Dermatology Times’ interview. 
She talked about what a rewarding experience 
it was to be part of a multispecialty team on the 
wards, helping to � ght the deadly virus. 

“I got to help my team and teach. I got to take 
care of COVID patients and help deal with the vol-
ume, and contribute to taking care of our commu-
nity, which was pretty great,” Dr. Hossain says. 

Some of the doctors su� ered � nancial hard-
ships, and many found personal protective equip-
ment (PPE) lacking. So, these residents and fel-
lows started a GoFundMe page to raise money 
to help � nancially troubled colleagues and buy 
needed PPE. They raised nearly $19,000. 

The call to COVID duty also derailed training. 
Still, many of Einstein’s fourth-year dermatology 
residents are planning to take their boards in July. 

It won’t be an easy transition, according to Dr. 
Hejazi. Fourth-year residents usually use the end of 

“ These residents were basically immersed in hardcore 
medicine. I don’t know if it was the most enriching expe-

rience from a dermatologic perspective. You need to look 
at it from a humanitarian perspective.”

Steven R. Cohen, M.D., M.P.H., professor and chief of dermatology at 

Albert Einstein College of Medicine and Monte� ore Medical Center, New York

 Residents, fellows among heroes caring for patients with COVID-19 FROM PAGE 1

DERMATOLOGISTSCONTINUES ON PAGE 47

JULY 2020
C L I N I CA L 
I N S I G H T S

45
COVID-19

Dr. Hossain

Quick TAKES
Eighteen residents and 
fellows in the throes 
of their dermatology 
training volunteered 
at the frontlines of 
overwhelmed Bronx-
based hospitals during 
the height of the 
COVID-19 pandemic, 
gaining a crash course 
in crisis medicine and 
infectious diseases.

DT0720_CV1_034-35_039_041_045_047_Cover-Jumps.indd   45DT0720_CV1_034-35_039_041_045_047_Cover-Jumps.indd   45 7/8/20   3:15 PM7/8/20   3:15 PM



WWW.GACONFERENCE.COM  |   877-220-1783

SAVE THE DATE!

AMERICA’S PREMIER
MULTI-SPECIALTY
AESTHETIC CONFERENCE
November 5-8, 2020 | e Loews Hotel
Miami Beach, Florida

◊ RHINOPLASTY 
◊ BREAST & BODY 
◊ NEW TECHNOLOGY 
◊ FACIAL REJUVENATION 
◊ OCULOPLASTIC SURGERY 
◊ PRACTICE MANAGEMENT 
◊ ◊ AESTHETIC DERMATOLOGY
◊ LESS INVASIVE STRATEGIES
◊ REGENERATIVE MEDICINE UPDATE

10% OFF REGISTRATION! 
USE CODE: DTimesGA20

DT0720_046_GAC.indd   46DT0720_046_GAC.indd   46 7/7/20   1:36 PM7/7/20   1:36 PM



JULY 2020

47

their training to study and gear up for boards. But 
working 80- to 90-hour weeks on COVID-19 � oors 
for weeks didn’t leave a lot of time or energy for stud-
ying or thinking about dermatology, she says.

Some of the residents did see patients with skin 
manifestations, including retiform purpura plaque 
and, oddly, chilblains, according to Dr. Cohen.

“Chilblains are kind of the stock-in-trade of 
British dermatologists because they have a lot of 
that in their cold, wet, moist environment. It’s quite 
a shock that many of the patients who have corona-
virus were developing chilblains,” Dr. Cohen says. 

Other than the occasional cutaneous � nding, 
there weren’t similarities between what happened 
during the pandemic to what occurs in residency 
training, according to Dr. Cohen. 

“These residents were basically immersed in 
hardcore medicine. I don’t know if it was the most 
enriching experience from a dermatologic per-
spective," he says. "You need to look at it from a 
humanitarian perspective.”

For dermato-pharmacology fellow José Jaller, 
M.D., the crisis enriched his future in research. 
Today, Dr. Jaller spends about 70% of his time 
doing groundbreaking research for Monte� ore 
Hospital’s department of infectious diseases in 
remdesivir (GS-5734, Gilead Sciences) and con-
valescent plasma trials for COVID-19.

Montefiore is one of 70 sites worldwide 
involved in the remdesivir trial. With New York 
City being an  epicenter, the Bronx hospital had 
about 10% of the patients in the study that led 
to the FDA’s granting emergency use for treat-
ing COVID-19 as of  May 1.

Dr. Jaller says the experience has been quite 
different than the research he does in derma-
tology on eczema, psoriasis, alopecia and other 
cutaneous conditions. 

Most dermatology patients will not die if they 
don't get treatment, he says. That’s not the case 
in the initial remdesivir study on hospitalized 
patients with COVID-19, which showed patients 
who received remdesivir versus placebo had a 
signi� cant reduction in hospital stays and a trend 
toward increased survival. 

“That’s something that really impacts you. 
You are really in� uencing the patient’s life in the 
short-term,” Dr. Jaller says.

Dr. Jaller says he plans to continue to work in 
the COVID-19 setting even if the pandemic sub-
sides. He’s starting a dermatology residency in 
2021 and will complete one year of internal med-
icine starting in July. 

“So, I’m actually going to go to the � oors and 
will probably be dealing with this virus for my 
entire intern year on the � oors,” he says.

Dr. Jaller is now involved in the second phase 
of remdesivir trials for COVID-19 treatment. All 
patients will receive remdesivir, with no placebo 
group. Researchers will add a Janus kinase (JAK) 
inhibitor to the treatment regimen. Researchers 
are also studying JAK inhibitors to treat various 
dermatologic conditions.

LESSONS LEARNED
Despite the challenges, these residents say there 
was a lot of good the emerged. 

Dr. Waldman says she walked away from the 
experience realizing that she was there for the 
patients.

“They couldn’t have visitors. A lot of my 
patients were elderly, so you were really their life-
line. I would spend time with them, and I really 
bonded with my patients while taking care of 
them,” Dr. Waldman says. 

The experience helped to make many of the 
frontline providers better people and better phy-
sicians, according to Dr. Hejazi. 

“Even though it has been a di�  cult experi-
ence and I’ve seen things, experienced things 
and made decisions that I never really imagined 
I would, it shaped me as a physician. I think it 
made me a more compassionate and understand-
ing physician. The things I’ve learned in these 
past few months will forever change the way I 
practice in a good way,” Dr. Hejazi says.  

During the worst days of the pandemic, Dr. 
Cohen never heard a resident or fellow say, “I’m 
not going to do this.” Or “I didn’t sign up for this.” 
Some worked the nightshift, without a complaint. 

“I have to say our residents are astonishing, 
with a total willingness to do whatever needed to 
be done,” Dr. Cohen says. “They truly de� ne the 
expression, ‘heroism.’”  

 Dermatology residents, fellows among heroes caring for patients with COVID-19 FROM PAGE 45

“ We were responsible for the 
complete care of the COVID patients, 
from their admission to the fl oor to their 
discharge or death.”

Emily Hejazi, M.D., fourth-year dermatology resident, Albert Einstein College of Medicine/Monte� ore, New York

Above, dermatologists, residents and fellows from Montefi ore Dermatolo-
gy who volunteered on the frontlines of the COVID-19 pandemic in New York 
City. The group raised $18,387 to fund personal protective equipment and 
to ease the associated fi nancial burden. The funds remaining will be donat-
ed to Montefi ore Health System and Jacobi Medical Center to help with the 
critical needs of support and equipment. PHOTO COURTESY: STEVEN R. COHEN, M.D.
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