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Letter from the Editor
Dear Colleagues,
AAD 2020 Virtual Meeting is a revolutionary experience. The
dermatological community regrets that the AAD Meeting
in Denver could not take place. Yet, it is a remarkable
achievement of the AAD to provide in the first half of 2020
innovations in dermatology in this virtual environment.
In this AAD 2020 Medicom Conference Report, innovations
are reported in several areas of dermatology and in several
dimensions of medical progress. Important areas with
revolutionary innovations are inflammatory dermatoses
and oncology. Important dimensions of medical progress are:
development of new pathogenesis-based treatments with
an improved efficacy/safety ratio, insights from real-world
evidence, personalised care, reconciling individualised
clinical data, and potential biomarkers.
In psoriasis, the promise to realise clear skin has advanced
further. Bimekizumab, targeting IL-17 A and F proved
to realise a 90% improvement of the PASI in 85% of the
patients after 16 weeks treatment. Comparative studies
between biologics help us to better position these drugs in
the treatment of psoriasis. Risankizumab was shown to be
superior to secukinumab after 16 weeks and after 1 year. A
new topical PDE4 inhibitor, roflumilast, proved to result in
clear skin in a third of the patients.
Cardiovascular disease as comorbidity is being investigated
in many centres. In a study on CV background in
psoriasis, biologics could not be shown to be protective for
cardiovascular disease. A remarkable statement by Prof.
Gelfand, a leading scientist in dermato-epidemiology: “There
are currently no therapies used for psoriasis that have
proven to lower CV events in RCTs.”
In special psoriasis populations, therapeutic possibilities
have been improved. In pregnancies, new data suggest safety

of certolizumab. In patients >65 years, a post-hoc analysis of
the reSURFACE 1 and 2 trials showed that tildrakizumab, a
selective IL-23 inhibitor, is well tolerated in this population.
In atopic dermatitis, innovative treatments are small
molecules and biologics. The JAK1 inhibitor abrocitinib
proved to be effective and shows a remarkable effect on
itch. Its effect was noticed already after 2 weeks. Also, the
biologic tralokinumab (anti IL-13) proved to be more effective
than placebo. In children with atopic dermatitis, dupilumab
proved to be effective and safe.
Both in atopic dermatitis and psoriasis, personalised care
using biomarkers is the mainstay in research. Personalised
medicine strives to find the best solution in the individual
patient based on factors relevant to the course of the disease.
To retrieve materials for measurement of RNA of multiple
cytokines, a non-invasive way to collect materials was
presented: tape stripping. This offers a promising approach
to get a fingerprint of the complex immunity of psoriasis
and atopic dermatitis in the individual patient.
Other important highlights presented and discussed in
this report include:
 Treatment of intractable itch: intranasal kappa-opioid
agonist effective for intractable pruritus
 Cannabinoids in itch, lupus erythematosus, and
dermatomyositis
 What you need to know about systemic therapies
 Cutaneous side effects of immune checkpoint inhibitors
The virtual AAD provided a wealth of new data. I hope you
enjoy reading this report.
Best regards,
Prof. Peter C.M. van de Kerkhof
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Late-Breaking Abstracts
IL-17A and IL-17F blockade remarkably effective
in psoriasis
The two phase 3 trials BE VIVID and BE READY showed
that the IL-17A and IL-17F blocker bimekizumab is
remarkably effective in moderate-to-severe psoriasis
[1,2]. In the BE READY trial, bimekizumab showed a
durable effect with only 1 injection every 8 weeks [2].
The IL-17 family of cytokines is important in the regulation
of both innate and adaptive host defences and inflammation.
Not only IL-17A but also IL-17F is expressed in psoriasis
lesional skin and amplifies tissue damage and inflammation.
Bimekizumab neutralises the biologic function of both IL-17F
and IL-17A, which might have more benefits than the sole
blockade of IL-17A. “We have interesting data to suggest that IL17F contributes to the psoriasis disease process, so hopefully
with this drug we will see a higher response,” said Prof. Reich
(University Medical Center Hamburg-Eppendorf, Germany).
BE VIVID
In the BE VIVID trial, 567 patients with moderate-to-severe
psoriasis were randomised to bimekizumab (320 mg every
4 weeks), ustekinumab (45/90 mg weight-based dosing at
baseline and week 4, then every 12 weeks), or placebo (every
4 weeks through week 16, then bimekizumab 320 mg every
4 weeks) [1]. Co-primary endpoints were a Psoriasis Area
and Severity Index (PASI) ≥90 and an Investigator’s Global
Assessment (IGA) response of 0 or 1 (clear or almost clear skin).
At week 16, 85.0% and 84.1% of the patients in the
bimekizumab arm compared with 49.7% and 53.4% of
Figure: BE VIVID PASI 90 and IGA 0/1 at week 16 [1]
Placebo, n=83
Bimekizumab, 320 mg Q4W, n=321
Ustekinumab, n=163
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patients treated with ustekinumab and 4.8% each in the
placebo arms achieved PASI 90 and IGA 0/1 (P<0.001 for all
comparisons) (see Figure). In the bimekizumab arm, 58.6%
of patients achieved the secondary endpoint of complete
skin clearance (PASI 100), compared with 20.9% of patients
in the ustekinumab arm and none of the placebo patients.
Treatment effects were maintained over time: at week 52, patients
treated with bimekizumab achieved PASI 90, IGA 0/1, and PASI
100 response rates of 81.6%, 77.9%, and 64.2%, respectively,
compared with 55.8%, 60.7%, and 38.0% in the ustekinumab arm.
Over the year, 6.1% of patients treated with bimekizumab
and 7.4% of patients treated with ustekinumab experienced
serious adverse events (AEs). The most common reported
AEs in the bimekizumab arm were nasopharyngitis (21.8%),
oral candidiasis (15.2%), and upper respiratory tract infections
(9.1%). Four patients died, which was considered unrelated to
treatment. There were no new or unexpected side effects.
To conclude, this first phase 3 data indicates that by inhibiting
IL-17F in addition to IL-17A, the clinical efficacy increases.
The agent not only has a very fast onset of action but also a
very stable response over the 52-week period.
BE READY
The BE READY study was a second study assessing the safety
and efficacy of bimekizumab, presented by Prof. Kenneth B.
Gordon (Medical College of Wisconsin, USA) [2]. Participants
(n=435) with moderate-to-severe psoriasis were treated with
320 mg bimekizumab or placebo and followed for an initial 16
weeks. Patients who achieved PASI ≥90 at week 16 were rerandomised to receive continuous bimekizumab at 2 different
dosing regimens: either 320 mg every 4 weeks [Q4W], 320 mg
every 8 weeks [Q8W], or placebo through week 56. Relapse was
defined as a PASI <75 from week 20.
At week 16, 90.8% and 92.6% of patients treated with the IL17A/F blocker achieved a PASI 90 response and an IGA of 0/1
compared with 1.2% of patients in the placebo group (P<0.001).

25
0

4.8%

IGA, Investigator’s Global Assessment; PASI, Psoriasis Area and Severity Index; Q4W, every 4 weeks.

Both patients treated continuously with 320 mg bimekizumab
Q4W and those treated with 320 mg bimekizumab Q8W were
able to maintain their PASI 90 response (86.8% and 91%,
Late-Breaking Abstracts
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Reich K, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14 June
2020.
2	Gordon K, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.

Good response and pruritus reduction in AD
with novel selective JAK1 inhibitor
The JADE Mono-2 study in adolescent and adult patients
with atopic dermatitis (AD) investigated the efficacy
and safety of abrocitinib. The results demonstrated
significant advantages in clinical signs and symptoms
over placebo [1,2].
The randomised, controlled, double-blind, phase 3 trial
included 391 patients aged ≥12 years with moderate-tosevere AD from 115 centres worldwide and was presented
by Dr Melinda Gooderham (Queen’s University and Probity
Medical Research, Canada). Patients with prior dupilumab
failure were not excluded from the trial. All participants had AD
for ≥1 year, and topical medication had not been successful.
The primary endpoints of the trial were the rate of patients
reaching an Eczema Area and Severity Index (EASI) score of
≥75 at week 12, or an Investigator’s Global Assessment (IGA)
of 0 or 1 (clear or almost clear skin) with an improvement of
at least 2 grades. Secondary endpoints included a change
in pruritus of at least 4 points improvement in Peak Pruritus
Numerical Rating Scale (PP-NRS) response and EASI 90.
Participants were randomised 2:2:1 to receive either 200 mg
abrocitinib, 100 mg abrocitinib, or placebo over 12 weeks and
followed by a 4-week follow-up safety period.
Statistically significant and clinically relevant improvements
compared with placebo were seen as early as week 2,
which increased and stabilised by week 12. Patients taking
abrocitinib reached the IGA endpoint more often: 38.1% (200
mg) and 28.4% (100 mg) versus 9.1% for placebo (P<0.0001
and P<0.05) (see Figure). Similar rates were observed for
4

Pruritus is often the symptom that bothers AD patients the
most. Therefore, the PP-NRS response was also of great
interest. Of patients treated with the higher dose, 55.3%
responded with an improvement of ≥4 points in the PP-NRS
compared with 45.2% treated with the lower dose and 11.5%
in the placebo group (P<0.0001).
Regarding the safety of abrocitinib, discontinuation due to
adverse events was required for 3.2% of patients in the 200
mg group, 3.8% in the 100 mg group, and 12.8% in the placebo
group. Serious adverse events occurred in 1.3%, 3.2%, and
1.3% of the 200 mg, 100 mg, and the placebo group.
In conclusion, both doses of oral abrocitinib demonstrated
substantial effectiveness in treating adolescent and adult
patients with moderate-to severe AD while showing an
acceptable safety profile.
1.	Silverberg JI, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.
2. Silverberg JI, et al. JAMA Dermatol. 2020 Jun 3. Doi:10.1001/
jamadermatol.2020.1406.

Figure: Co-primary endpoints in the JADE MONO-2 study [1]
Abrocitinib 100 mg, n=158
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the proportion of patients achieving an EASI 75 response:
61.0% (200 mg) and 44.5% (100 mg) versus 10.4% (placebo)
(P<0.0001 for both comparisons). More than one third of
patients in the 200 mg group reached EASI 90 (37.7%).
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respectively) compared with 16.2% of patients who were
treated with placebo. Median time to relapse was 28 weeks.
Similar to the BE VIVID trial, the most frequently reported
AEs with bimekizumab between week 16 and week 56 in
BE READY were nasopharyngitis (10.4% in the Q4W arm vs
23% in the Q8W arm), oral candidiasis (11.3% Q4W vs 9%
Q8W), and upper respiratory tract infections (11.3% Q4W vs
8% Q8W). The incidence of serious treatment-emergent AEs
with bimekizumab was 4.7% in the Q4W arm and 3% in the
Q8W arm versus 3.8% in the placebo arm at week 56.
According to Prof. Gordon, bimekizumab was generally well
tolerated with no unexpected safety findings.
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Novel IL-23 blocker risankizumab highly
effective and tolerable in psoriasis
In the phase 3 IMMerge trial, risankizumab showed noninferiority to secukinumab after 16 weeks and superiority
in all assessed efficacy endpoints at week 52 in patients
with moderate-to-severe plaque psoriasis [1,2].
“Although we have many efficacious drugs in psoriasis now, it
is important to know which drug is used when, and of course,
which drug is better than others,” said Prof. Richard Warren
(University of Manchester, UK). Thus, head-to head studies
are important. In this current head-to-head trial, the IL-23
blocker risankizumab was compared with the IL-17 blocker
secukinumab in adult patients with moderate-to-severe
plaque psoriasis who are candidates for systemic therapy.
Participants (n=327) were randomised to receive either
150 mg risankizumab at weeks 0, 4, and every 12 weeks
thereafter or 300 mg secukinumab weekly from week 0 to
4, and every 4 weeks thereafter. Primary outcome measures
were the percentage of participants with a 90% reduction
from baseline in Psoriasis Area and Severity Index (PASI
90) at week 16 (non-inferiority margin of 12%) and week 52.
Secondary outcomes were the percentage of participants
with a 75% and 100% reduction from baseline PASI (PASI
75 and 100, respectively), as well as the percentage of
participants with Static Physician Global Assessment (sPGA)
score of clear or almost clear skin at week 52.
At week 16, 74% of patients treated with risankizumab
achieved PASI 90 compared with 66% of patients treated with
secukinumab. The adjusted difference (CI 95%) was 8.2% (-2.2
to 18.6); thus, non-inferiority was met. The difference was
even more pronounced after 52 weeks: 87% of patients treated
Figure: IMMerge primary efficacy results over a year: PASI 90 (NRI) [1]
Week 16 adjusted difference:
8.2% (-2.2, 18.6); non-inferior
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with risankizumab compared with 57% in the secukinumab
group achieved a PASI 90 response (P<0.001) (see Figure). In
addition, all secondary outcomes demonstrated the superiority
of risankizumab (P<0.001).
Side effects were reported by 71% in both groups, but no new
safety signals were detected. Two patients in the risankizumab
group and 8 secukinumab patients discontinued the study
drug because of an adverse event. Serious adverse events
were reported by 9 patients in the risankizumab and 6 patients
in the secukinumab arm.
Prof. Warren concluded that the IL-23 blocker risankizumab
demonstrated non-inferiority to secukinumab after 16 weeks
and superiority after 52 weeks.
1

Warren RB, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.

2

Warren RB, et al. Br. J. Dermatol. 28 June 2020. DOI:10.1111/bjd.19341.

IL-13 blocker tralokinumab effective in AD
IL-13 plays a key role in pathogenesis of atopic dermatitis
(AD). The phase 3 ECZTRA trials demonstrated the
remarkable efficacy of the IL-13 blocker tralokinumab in
adult patients with moderate-to-severe AD [1].
AD is a chronic inflammatory skin disease. Tralokinumab is
a fully human monoclonal antibody designed specifically to
neutralise IL-13, a key driver of the underlying inflammation
in AD, as Prof. Eric Simpson (Oregon Health & Science
University, USA) explained. Recent data has suggested
that IL-13 is the key type-2 cytokine driving inflammation
in the periphery: IL-13 is overexpressed locally and has a
significant impact on skin biology, including the recruitment
of inflammatory cells, the alteration of the skin microbiome,
and the decrease in the epidermal barrier function [2].
In the randomised, placebo-controlled, multinational phase 3
ECZTRA 1 and ECZTRA 2 trials, patients with moderate-to-severe
AD (n=800 in ECZTRA 1; n=794 in ECZTRA 2) were randomised
3:1 to subcutaneous tralokinumab monotherapy (300 mg) or
placebo every 2 weeks for 16 weeks. Primary endpoints were
the percentage of participants with almost clear or clear skin
according to the Investigator’s Global Assessment (IGA) score
(0/1), and the percentage of patients with an improvement of the
Eczema Area and Severity Index (EASI) score by 75%, achieved
without the use of rescue medication. Most of the participants
suffered from severe AD (IGA 4). At baseline, mean EASI scores
were 32.4 (ECZTRA 1) and 32.2 (ECTZRA 2).
Late-Breaking Abstracts
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At week 16, patients who achieved these endpoints (i.e.
responders) were re-randomised 2:2:1 to tralokinumab
every 2 or every 4 weeks or placebo for a further 36week maintenance phase. Placebo responders continued
with placebo and all non-responders received openlabel tralokinumab every 2 weeks with optional topical
corticosteroids. Prof. Simpson explained that this design
allows to assess what happens if patients that are clear or
almost clear at week 16 change the frequency of dosing.

profile of AD and psoriasis for a skin biomarker approach to
diagnosis.

At week 16, 15.8% of patients in the tralokinumab group
compared with 7.1% in the placebo group gained an IGA 0/1
response (P=0.002) in the ECZTRA 1 trial. Corresponding
numbers in the ECTZRA 2 trials were 22.2% versus 10.9%
(P<0.001). A significant effect of tralokinumab was also
seen with regard to the EASI 75 response: in the ECZTRA 1
trial, 25.0% in the tralokinumab group versus 12.7% in the
placebo group, and in the ECZTRA 2 trial 33.2% versus 11.4%,
respectively (P<0.001 for both comparisons).

As predicted, the procedure of tape stripping did not cause
any safety issues. With a detection rate of 100%, 99/100
assessed skin biomarkers were detected. Remarkable
differences were found in the expression profiles of the 2
diseases. The samples from AD patients contained higher
levels of Th2 products indicated by gene upregulation,
including IL-13 (fold-change 169.0), IL-4 (fold-change
7.7), IL-31 (fold-change 4.3), and CCL17 (fold-change 4.3).
Furthermore, markers were found for Th2 activation like
ICOS (fold-change 16.9) and CCR4 (fold-change 5.5; P<0.05),
which were increased in the AD specimens. The psoriasis
samples on the other hand, contained elevated expression
of Th1 products like IFNG (fold-change 51.1). Furthermore,
Th17 products like IL-17A (fold-change 175.0) and NOS2
(fold-change 10,200; P<0.001) were augmented in psoriasis.
NOS2 was seen as a potential disease classifier by the
investigators as there was 100% accuracy in differentiation
of expression between psoriasis and AD.

At week 52, 59.6% and 55.8% of patients in both trials
maintained EASI 75 with tralokinumab every 2 weeks;
responses were similar in the group that received
tralokinumab every 4 weeks. The overall adverse event
rate was similar between tralokinumab every 2 weeks and
placebo over 16 weeks; there were no new side effects seen
until week 52.
1	Simpson E, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.
2 Bieber T. Allergy. 2020;75:54-62.

Tape stripping - a painless way to distinguish
AD and psoriasis?
A recent trial explored a new diagnostic approach to
discriminate between atopic dermatitis (AD) and psoriasis
without leaving scars. The discovery of specific molecular
profiles of the 2 diseases by RNA analyses of the tapestripping samples may be of substantial future value [1].
When evaluating unclear inflammatory skin lesions, biopsies
with histopathological investigation are still the gold standard.
However, these invasive procedures can cause pain and lead
to scarring, which can be especially problematic in children.
Furthermore, research with therapeutic agents in children
would be easier if biopsies would not be necessary. Dr Robert
Bissonnette (Innovaderm Research, Canada) and his fellow
researchers intended to create a sensitive yet non-invasive
diagnostic tool by using tape stripping to study the genomic

6

Enrolled in the trial were 60 participants: 20 patients with
psoriasis, 20 patients with AD, and 20 healthy volunteers.
After collecting samples by tape stripping, the RNA extracted
from theses samples were investigated by quantitative
reverse transcription polymerase chain reaction (qRT-PCR)
to examine immune and barrier genes.

The researchers concluded that tape stripping permitted a clear
and highly sensitive distinction between AD and psoriasis. Further
studies are needed to evaluate this new technique to track skin
biomarker changes for their possible use in clinical trials.
1. Bissonnette R, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 1214 June 2020.

IL-4/IL-13 blocker dupilumab effective in
children with severe AD
The IL-4/IL-13 blocker dupilumab leads to rapid
symptom control and itch reduction in children with
severe atopic dermatitis (AD), as was demonstrated in
the phase 3 LIBERTY AD PEDS study [1].
Previous trials have already shown that dupilumab is effective
in adults and adolescents ≥12 years with moderate-tosevere AD inadequately controlled with topical prescription
therapies. However, there is also an ongoing medical need
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for younger children with severe AD. Prolonged use of topical
steroids can potentially damage the skin barrier resulting in
thinning of the skin. Untreated, moderate-to-severe AD can
not only impact a child’s physical development, but can have
psychological sequelae, placing a substantial burden on
parents and caregivers [2].

Pembrolizumab leads to higher toxicity risk in
obese melanoma patients

The double-blind phase 3 LIBERTY AD PEDS study aimed
to assess the efficacy and safety of dupilumab in children
with severe AD aged ≥6 to <12 years (minimum weight 15
kg). All children had an Investigator’s Global Assessment
(IGA) score of 4. They were randomised to subcutaneous
dupilumab every 2 weeks in 2 dosages according to body
weight (100 mg if baseline weight <30 kg and 200 mg if ≥30
kg; n=122), dupilumab every 4 weeks (300 mg regardless
of weight; n=122), or placebo (n=123) for 16 weeks. From
week 2 onward, all patients initiated standardised treatment
with medium-potency topical corticosteroids. The primary
endpoint of the study was the percentage of participants
with almost clear or clear skin according to the IGA score
(0/1 score). In addition, the percentage of patients with an
improvement of the Eczema Area and Severity Index (EASI)
score by 75% was assessed.

Pembrolizumab, a monoclonal antibody against programmed
cell death-1, is currently used as first-line therapy for patients
with advanced melanoma. Because both cachexia and
obesity can affect treatment response to immunotherapy
for cancer patients, this retrospective study aimed to assess
whether characteristics like obesity, sarcopenia, and other
baseline characteristics may impact therapy success or
appearance of toxicity.

At week 16, 29.5% of the patients with dupilumab treated every
2 weeks, 32.8% of the patients treated every 4 weeks, and
11.4% of patients in the placebo group reached IGA 0/1. EASI
75 improvement was 67.2%, 69.7%, and 26.8%, respectively.
Dupilumab led to a significant improvement of pruritus,
assessed as mean percent change in the Peak Pruritus
Numerical Rating Scale (P<0.001 for all comparisons).
“Dupilumab was well tolerated and the safety profile
was consistent with the profile we know from adults and
adolescents,” said Prof. Amy S. Paller (Northwestern
University, Feinberg School of Medicine, USA). Serious
adverse events and adverse event-related treatment
discontinuations were rare. Injection-site reactions and
conjunctivitis were more common with dupilumab than with
placebo.
In conclusion, dupilumab together with topical steroids
led to a clinically meaningful and statistically significant
improvement in AD signs and symptoms in children <12
years with severe AD.
1
2

Paller A, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14 June
2020.
Fennessy M, et al. J Epidemiol Community Health. 2000;54:581–9.

A retrospective study found a significant association
between BMI and treatment toxicity in patients with
advanced melanoma treated with pembrolizumab.
Neither survival nor toxicity were linked to sarcopenia [1].

Data was collected from patients with advanced melanoma
receiving pembrolizumab treatment between January
2014 and September 2018 at Duke University (USA). No
association for sarcopenia was found (P=0.88), but patients
with higher levels of albumin were identified to have better
chances for disease control. The likelihood of toxicity was
influenced by BMI (P=0.0004) but not by sarcopenia (P=0.95).
Compared with patients with a normal/low BMI <25 (11.9%)
or overweight patients (BMI ≥25-<30; 7.1%), obese patients
(BMI ≥30; 34.5%) had a higher likelihood of ending treatment
due to toxicity. Furthermore, lower creatinine was associated
with a greater proportion of toxicity. The researchers believe
that these results have the potential to impact the decisionmaking process of choosing one drug versus another for
individual patients based on their baseline characteristics.
1

Hu J, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14 June
2020.

Can gene expression help to pick the right
biologic to treat psoriasis in cancer patients?
A study assessing gene expression in cancer patients
revealed both benefit and harm for cancer prognosis
from high or low TNF, IL-17A, and IL-23A expression. This
conceptual approach may influence future management
of dermatologic patients with malignancies [1].
Biologics like TNF blockers or inhibitors of IL-17A and IL23 have started a new era of possible achievements in
psoriasis treatment. However, there is a worrisome and
ongoing discussion about an increased risk of cancer linked
to psoriasis management with agents in these drug classes.
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“Clinicians and dermatologists often face difficult decisions in
prescribing these drugs, especially to those who have a history
of cancer or those who have a current active cancer,” said Dr
Nikolai Klebanov (Brigham and Women’s Hospital, USA).
To gain further insight, a theoretical and hypothesisgenerating, observational retrospective study was performed
using The Cancer Genome Atlas (TCGA). Over 9,000 patients
suffering from 27 different cancer types were categorised
into those with low or high expression of TNF, IL-17, and
IL-23 (cut-off was median gene expression per gene). A
possible correlation was analysed between cancer survival
and gene expression.
An improved survival with a low HR was seen only in patients
with renal cell carcinoma and low IL-23A expression (531
total events; HR 0.53; adjusted P<0.0033). In cutaneous
melanoma and sarcoma, a low expression of TNF had a
negative impact on cancer survival (total events 430; HR 1.65;
adjusted P=0.0168; and total events 262, HR 1.92; adjusted
P=0.0495). These findings suggest that TNF-inhibitor
use could be harmful in patients with active melanoma or
sarcoma, as Dr Klebanov commented.
In view of these interesting findings about potential cancer
and biologics in psoriasis treatment, the authors saw a
need for further studies that comprise testing for possible
confounders by creating multivariate models, for example.
“Hopefully, with future human or animal studies we could
have a better idea of the safety of these medications for
these sorts of patients,” stated Dr Klebanov.
1

Perez-Chada L, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 1214 June 2020.

Omalizumab for cancer-induced dermatoses
Cancer treatment can lead to various dermatologic
pathologies in need of therapy. In these often difficultto-treat disorders, omalizumab could be a safe and
efficacious addition to the current armamentarium [1].
In case of difficult-to-treat dermatologic adverse events
(AEs) in the course of targeted therapy and immunotherapy

8

for cancer, dermatologists are in demand for consultations.
Dermatologic AEs often affect the quality of life of the
cancer patients as first-line symptomatic treatment may
fail to alleviate the burden of conditions such as urticaria or
eczema. A retrospective study was conducted with singlecentre data from electronic medical records from 48 cancer
patients to assess omalizumab as a possible treatment for
these side effects.
Of the 48 participants included, 75% suffered from moderate
dermatologic AEs and 25% had severe dermatologic
pathologies. In 54% of the cases, these events were caused
by cancer treatment with anti-programmed cell death-1
immune checkpoint inhibitors. All of the dermatologic AEs
had shown resistance to topical therapy with corticosteroids.
The 3 most frequent dermatologic AEs were urticaria (63%),
bullous pemphigoid (17%), and eczema (13%).
Response to anti-immunoglobulin E therapy with
omalizumab was seen in 94% of the patients. Treatment
effects were defined as significant improvement in case of
change in severity of dermatologic AEs of ≥2 grades or full
resolution. More than half (52%) of the study subjects that
had a response to omalizumab treatment achieved this
significant improvement. Interestingly, 76% of the patients
needed only a single dose of omalizumab for a maximal
clinical amelioration.
Successful therapy of the dermatologic AEs also had an
impact on the cancer treatment as 78% of 18 patients that
had to suspend their oncological therapy due to these AEs
were able to be re-treated. In 1 additional case, re-treatment
was possible after dose reduction. No life-threatening
disorders resulted from omalizumab.
Although the study evaluated omalizumab in an uncontrolled
setting, the extent of clinical benefit paired with treatment
safety may render omalizumab eligible for the treatment of
dermatologic events in cancer patients.
1. Barrios DM, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.
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Psoriasis – What Is Hot?
Almost a third of patients with chronic plaque psoriasis
achieved complete skin clearance with a roflumilast
cream. In addition, difficult-to-treat intertriginous
lesions and burden of disease were significantly reduced
[1].
Apart from highly potent corticosteroids, the main topical
treatment options in psoriasis consist of vitamin D analogues
and retinoids. These drugs are not always well tolerated due
to their side effects, especially over longer periods of time.
“Specifically, we are worried about using corticosteroids
or non- corticosteroids in facial and intertriginous areas
because of irritation and other side effects like formation of
stretch marks,” stressed Prof. Mark Lebwohl (Icahn School
of Medicine at Mount Sinai, USA). The new topical treatment
roflumilast inhibits phosphodiesterase (PDE)-4, which is
known to be elevated in psoriatic skin lesions, thus influencing
different cytokines like TNFα, IFNγ, IL-17, and IL-23.

by 32.2% (roflumilast 0.3%) and 24.5% (roflumilast 0.15%) of the
patients at week 8 versus a respective percentage of 9.8% in
the vehicle group (P≤0.005). Interestingly, the new agent also
showed very good results at 0.3% in the topically difficult-totreat intertriginous areas with over 90% of clear or almost clear
plus 2 grade improvement from baseline at week 12.
Figure: Roflumilast cream led to early improvement in PASI score
compared with the vehicle [1]
LS Mean Change from Baseline, % (95% CI)

A new topical PDE-4 inhibitor effective in
psoriasis
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The current phase 2b study was designed as a double-blind,
randomised, parallel-group, vehicle-controlled trial. Included
were 331 adult patients with chronic plaque psoriasis and
an Investigator’s Global Assessment (IGA) ≥2. Patients were
randomised to receive once daily treatment with roflumilast
cream 0.3%, 0.15%, or a vehicle over 12 weeks. The primary
endpoint was an IGA score of 0 or 1 (clear or almost clear) at
week 6. Among other parameters, intertriginous IGA success
rates were also evaluated. Baseline characteristics like age,
sex, and disease severity were comparable between the
groups. The exception was a higher proportion of patients with
lesions of a specially created intertriginous IGA (I-IGA) score 3
(i.e. moderate) in the 0.3% group (50%) than in the 0.15% group
(16.7%), but this was comparable to the vehicle group (47.1%).

The patient-reported itch, measured by worst itch-Numeric
Rating Scale, was significantly reduced by the higher dose of
roflumilast (0.3%). The overall burden of disease started to
lessen from week 2 and continued to decrease significantly
for both dosages of the agent versus vehicle through
week 12. “The adverse events seen with this cream were
negligible,” added Prof. Lebwohl. Most treatment-emergent
adverse events were mild or moderate. Only 1 patient treated
with 0.3% roflumilast discontinued treatment due to adverse
events, none of those treated with 0.15% roflumilast, and 2
patients from the vehicle group.

Both doses of roflumilast reached the primary endpoint. They
showed a significant and dose- dependent superiority versus
vehicle (roflumilast 0.3% P<0.001; roflumilast 0.15% P=0.004).
The peak improvement did not occur at week 6 but at week 8
(see Figure). The effect was rapid, with both concentrations
being significantly more effective than vehicle as early as week 2.
IGA achievement of 0/1 plus 2 grade improvement was reached

Biologic psoriasis treatment to lower
cardiovascular risk?

1. Lebwohl MG, et al. Late-breaking abstract, AAD Virtual Meeting Experience, 12-14
June 2020.

Comparing and weighing the different research results,
biologics used for psoriasis have not established the
ability to lower cardiovascular (CV) risk [1]. Vigorously
screening for CV risk factors seems to be the appropriate
management for now.
Psoriasis – What Is Hot?
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Can the treatment of psoriasis directly impact the CV risk of
patients? This is the question that Prof. Joel Gelfand (University
of Pennsylvania, USA) strove to answer in his talk, explaining
the different possible methods of research and their results.

with canakinumab (HR 0.85) and colchicine (HR 0.77) but not
with methotrexate [7-9]. However, there are also trade-offs to
think about when using immunomodulatory therapy to prevent
CV disease.

Patients with psoriasis have an increased risk of mortality
and major CV events (MACE), especially when their psoriasis
is moderate to severe. Chronic inflammatory, metabolic
irregularities, and CV disease are often present in psoriasis.
Prof. Gelfand’s lab followed 8,760 psoriasis patients and
87,600 adults without psoriasis over an average time of >4
years [2]. After adjusting for comorbidities, a psoriasis body
surface area (BSA) >10% entailed an increased mortality
risk by 1.79 times. It has also been shown that the risk of
developing diabetes escalates with higher BSA in psoriasis
patients [3]. These findings seem to encourage doctors to
choose aggressive treatments just because higher disease
severity results in higher rates of mortality or diabetes. Yet,
Prof. Gelfand advises to also take into account the potential
side effects from treatment in this decision.

“Where does that leave us?” asked Prof. Gelfand. There are
currently no therapies used for psoriasis that have proven to
lower CV events in RCTs. Prof. Gelfand advised to follow the
latest guidelines and screen patients for risk factors, perhaps
more frequently in people with moderate-to-severe psoriasis
getting phototherapy or biologics, and to consider using
statins earlier in people with more severe psoriasis [10,11].

In studying CV disease in general, or in psoriasis in particular,
researchers may either look at CV biomarkers or, ideally,
at CV events, and they can choose between observational
studies and RCTs. “In a perfect world we would be looking
at RCTs of events,” Prof. Gelfand stated. A trial by Metha
ate al. opted for a biomarker approach using 18-FDG PET/
CT measurement of aortic vascular inflammation, as this
inflammation is predictive of future CV events. The trial
assessed treatment with adalimumab, phototherapy, and
placebo over 12 weeks [4].
A within-groups comparison to baseline showed significance
for phototherapy, but this disappeared when comparing with
placebo. In a 1-year, open-label extension with crossover
to adalimumab, a significant 3.8% reduction of aortic
vascular inflammation was revealed compared with baseline
[4]. However, that significant change disappeared when
comparing the start of adalimumab treatment with the end
of the study (P=0.987) [4]. In 2 further RCTs that assessed
secukinumab and ustekinumab, only the latter induced
improvement in aortic vascular inflammation [5,6].
A number of observational studies have suggested that TNF
blockers could lower the risk for myocardial infarction in both
psoriasis and rheumatoid arthritis, but observational data
has its limitations. Three RCTs that tested canakizumab,
methotrexate, and colchicine with thousands of patients with
pre-existing coronary disease revealed a reduction of events
10

1.	Gelfand JM. AAD Virtual Meeting Experience, 12-14 June 2020.
2. Noe MH, et al. J Invest Dermatol. 2018;138:228-30.
3. Wan MT, et al. J Am Acad Dermatol. 2018;78:315-22
4. Mehta NN, et al. Circ Cardiovasc Imaging. 2018;11:e007394
5. Gelfand JM, et al. J Invest Dermatol. 2020;140:85-93.
6. Gelfand JM, et al. J Invest Dermatol. 2020;ppi: S0022-202X(20)30157-3.
7. Ridker PM, et al. N Engl J Med. 2017;377:1119-31
8. Ridker PM, et al. N Engl J Med. 2019;380:752-62.
9. Tardif JC, et al. N Engl J Med. 2019;381:2497-2505.
10. Elmets CA, et al. J Am Acad Dermatol. 2019;80:1073-1113.
11. Grundy SM, et al. Circulation. 2019;139:e1082-e1143.

Psoriasis therapy for children and pregnancies
More and more biologics and small molecules enter the
therapeutic arena in psoriasis, making the choice of the
right drug increasingly complex. In this talk, Prof. Mark
Lebwohl (Icahn School of Medicine at Mount Sinai, USA)
addressed therapy for paediatric patients and for women
with severe psoriasis who wish to become pregnant [1].
For women who wish to become pregnant, it is important
to find an agent that does not cross the placenta. One such
agent is the TNFα blocker certolizumab pegol [2]. The CRIB
trial showed that there is only minimal to no placental transfer
from mother to infant; only 1 infant from 14 exposed mothers
had a minimal certolizumab pegol level of 0.042 µg/ml [3].
TNFα blockers seem to be relatively safe during pregnancy.
A cohort study analysing the outcomes after anti-rheumatic
drug use before and during pregnancy among 150,000
pregnant women and expecting fathers found no major
malformations [4]. However, caution is advised in the
administration of live vaccines to infants born to female
patients treated with infliximab during pregnancy, since
infliximab is known to cross the placenta and has been
detected up to 6 months in the serum of infants. A case
report of a fatal case of disseminated Bacillus CalmetteGuérin (BCG) infection following a BCG vaccine in an infant
with an infliximab-exposed mother has been published [5].
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The use of the conventional immunosuppressive drugs
methotrexate and acitretin during pregnancy has shown to
have a clear teratogenic effect [6,7]. Cyclosporine therapy is
widely used during pregnancy and might be responsible for
a higher rate of prematurity [8]. Patients that are treated with
cyclosporine are often transplant patients that have a lot going
on, so it needs to be used carefully, according to Prof. Lebwohl.
The largest and longest paediatric study with biologics
in psoriasis reported today reported 5-year efficacy data
of etanercept in children and adolescents with plaque
psoriasis [9]. Etanercept was the first drug to get approved
in paediatrics. In this study, the Psoriasis Area and Severity
Index (PASI) response with etanercept was maintained over
5 years with very few side effects. There is also good data
on long-term safety/efficacy with adalimumab in paediatric
psoriasis patients over up to 1 year [10].

1
2
3
4
5
6
7
8
9
10
11
12

Lebwohl M. AAD Virtual Meeting Experience, 12-14 June 2020.
Pasut G. Biodrugs 2014;28 (Suppl 1): S15-23.
Mariette X, et al. Ann Rheum Dis 2018;77:228-233.
Viktil KK, et al. Scand J Rheumatol 2012; 41:196-201.
Cheent K, et al. Crohns Colitis 2010:4:603-5.
Powell HR, Ekert H. Med J Aust 1971;2:1076-7.
De Die-Smulders CE, et al. Teratology 1995;52:215-9.
Bar Oz B, et al. Transplantation 2001:71:1051-5.
Paller AS, et al. J Am Acad Dermatol. 2016 Feb;74(2):280-287.
Thaçi D, et al. EADV 2015. FC0206.
Landells I, et al. J Am Acad Dermatol 2015;73:594-603.
Paller AS, et al. Br J Dermatol 2020 Apr. 21 [online ahead of print].

Figure: IXORA-PEDS: PASI and sPGA responses with ixekizumab in
paediatric patients with moderate-to-severe psoriasis: ixekizumab shows
a rapid onset of action [Adapted from 12]
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There is conflicting data with regard to ustekinumab
treatment during pregnancy. The data on IL-17 inhibitors is
limited. “The bottom line is that we do not have any data, so
their use during pregnancy is questionable,” Prof. Lebwohl
said. The same holds true for IL-23 blockers.
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High doses of infliximab and certolizumab pegol have been
used in the management of juvenile idiopathic arthritis but
not in dermatologic indications.
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Further, ustekinumab has been approved for adolescents
after the phase 3 CADMUS study, where at least two thirds
of patients aged 12-17 years treated with ustekinumab
achieved cleared skin or minimal psoriasis at week 12 [11].
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Current data on the use of secukinumab and brodalumab in
children comes only from case reports. However, ixekizumab
got approved recently as a result of the positive efficacy
demonstrated in the IXORA-PEDS study (see Figure) [12].
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IL-23 blockers are injected infrequently, which is convenient
for children. There is little data on IL-23 blockers yet, but
hopefully more will become available, as Prof. Lebwohl
stated. The same holds true for apremilast.
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Systemic Therapies for Dermatologists
– What You Need to Know
How to manage cutaneous side effects of
immunotherapy

with scale in a variety of distributions. These drug eruptions
were generally manageable with topical steroids.

Cutaneous immune-related adverse events (irAEs)
following therapy with immune checkpoint inhibitors
are increasingly observed in the dermatologic practice.
In many cases, these irAEs can be managed without
discontinuation of immunotherapy [1].
Immune checkpoint inhibitors like the anti-programmed
cell death receptor (PD)-1 antibodies and PD-ligand 1
(L1) receptors have emerged as a frontline treatment for a
growing list of malignancies. Unfortunately, their use can be
limited by multiple irAEs (see Figure) [2]. Immune checkpoint
inhibitors can cause a spectrum of AEs, essentially any
organ can be involved, most commonly on the skin: 3040% of patients will have some cutaneous eruptions, Prof.
Jennifer N. Choi (Northwestern Feinberg School of Medicine,
USA) explained [2].
Patients with dermal side effects respond better to anticancer therapy
Cutaneous toxicity is a predictive biomarker for clinical
outcome in patients receiving the 3 main classes of anti-cancer
therapy: molecularly targeted kinase inhibitors, immune
checkpoint inhibitors, and cytotoxic chemotherapeutics [3]. A
positive association has been observed between dermatitis
after PD-1/PD-L1 inhibitor therapy and progression-free
survival and overall survival [4].
Rash is the most frequent AE reported with anti-PD-1
therapies, with a median time to onset of 4-6 weeks. Eczema
and lichenoid dermatitis are also common in these patients.
The clinical pattern of lichenoid dermatitis can be extremely
heterogeneous and can be either localised, generalised,
palmoplantar, or mucosal [5]. This also holds true for the
time to onset, which can be 3 days to 13 months. In a
study including 20 patients developing lichenoid eruptions
due to PD-1 or PD-L1 antibodies, 80% of patients reported
concurrent medications previously reported to cause
lichenoid drug eruptions [5]. In this study, 80% of cases had
a clinical morphology consisting of erythematous papules
12

In case of combination therapy with nivolumab and
ipilimumab, dermal toxicity is enhanced [6]. The National
Comprehensive Cancer Network published a guideline
regarding the management of immunotherapy-related
toxicity [7]. In this guideline, recommendations for continuing
or halting immunotherapy can be found, depending on the
severity of the toxicity. For management of maculopapular
rash, topical steroids are the first choice [7].
Life-threatening side effects are possible
Rarely, anti-PD-1 cutaneous eruptions can be life threatening:
immunotherapy can cause toxic epidermal necrolysis (TEN)
and Steven-Johnsons Syndrome (SMS). A TEN-like reaction
was associated with nivolumab therapy following ipilimumab
[8]. In these cases, immunotherapy has to be discontinued
permanently, and in-patient care is required [7].
Approximately 30% of patients suffer from immunotherapyinduced pruritus, which is associated with rash and xerosis. The
underlying cause is an enhanced immune system activation in
the skin. High potency topical steroids are the first choice in
this case. In patients with moderate pruritus, topical steroids
should be combined with oral antihistamines [7].
Vitiligo in up to a quarter of patients
Vitiligo is another dermal toxicity, which occurs in 8-25% of
patients with a variable time to onset from 52-453 days [5]. In
a retrospective study, melanoma patients developing vitiligo
following therapy with pembrolizumab had a significantly
longer progression-free survival compared with patients
who did not develop cutaneous AEs [9]. Published case
reports show that repigmentation of vitiligo was associated
with melanoma relapse [10].
Other anti-PD-1 side effects are psoriasiform eruptions or an
exacerbation of psoriasis [5,11]. A history of psoriasis was
present in 71% of cases. Mean time of onset between antiPD-1 initiation and psoriasis flare is 50 days. “Patients with
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Figure: Cutaneous side effects of immunotherapy [Adapted from 1]
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a known history of psoriasis should carefully be monitored
during immunotherapy,” Prof. Choi recommended. Topical
steroid treatment should be initiated early on.
Other dermatologic toxicities that have been published are
autoimmune bullous skin conditions, for example bullous
pemphigoid [12]. Treatment of choice in mild cases are topical
steroids. In severe cases, rituximab has shown to be effective [7].
Choi JN. AAD Virtual Meeting Experience, 12-14 June 2020.
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Cannabinoids: a future role in dermatology?
Endocannabinoids are extremely frequent in all skin struc
tures. Preliminary data shows that there is an emerging
potential of cannabinoids for different indi
cations in
dermatology.
In general, there are 3 kinds of cannabinoids: the endocanna
binoids occurring in the brain and body, phytocannabinoids
in plants like hemp, and synthetic cannabinoids made in the
laboratory. “I think the latter are most interesting for medical
use because they are designed with a specific purpose, and we
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will see the best outcomes of them,” said Prof. Adam Friedman
(School of Medicine & Health Sciences, USA) [1].
Cannabinoids address 2 kind of receptors. CB1 is the
principal receptor in the central nervous system that
regulates transmission of noxious stimuli. Peripherally, it
gates the propagation of pain signals. The CB2 receptor is
located on immune cells and suppresses the local secretion
of pro-inflammatory factors. This receptor is found in
the spleen, tonsils, thymus gland, bones, and skin and is
localised in monocytes, macrophages, B cells, and T cells.
Thus, therapeutic actions have been explained based on the
pharmacology of cannabinoid CB1/CB2 receptors. In the skin,
cannabinoids are extremely frequent in all structures, making
them a unique target for manipulation of the dermal system.
A common denominator for all eczematous diseases is
itch, which is perpetuated by the itch-scratch cycle. In vitro
and animal models have provided insight into the possible
mechanisms of cannabinoid modulation on pruritus, with
the most evidence seen behind neuronal modulation of
peripheral itch fibers and centrally acting cannabinoid
receptors [2]. In preclinical studies in atopic dermatitis
(AD), a topical CB1 agonist was almost as effective as
steroids in acute and chronic inflammation animal models
[3]. Palmitoylethanolamine is not a cannabinoid but does
stimulate the cannabinoid receptor. In a small study, a nonsteroidal lamellar matrix cream containing this agent was
able to reduce itch [4].
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“At the moment, there is a hype in the lay press about the
use of cannabis to treat psoriasis –unfortunately, there
is no substantial data,” said Prof. Friedman. An in vitro
study demonstrated that cannabinoids can inhibit human
keratinocyte proliferation [5]. The IL-23/type17 axis drives the
disease phenotype in psoriasis. It has been shown that CB1
activation by the cannabinoid ligand anandamide reduced an
induction of IFNγ-producing Th1 and IL-17-producing Th17
cells, and these effects were reverted by pharmacological
inhibition of CB1 [6]. “Taken together, cannabinoids might be
useful in psoriasis, but it is all very preliminary and too early
to judge,” concluded Prof. Friedman.
Due to the distinct anti-inflammatory effect, cannabinoids
might work in collagen vascular diseases, a field with an
unmet medical need. The novel synthetic cannabinoid
lenabasum is a synthetic cannabinoid that binds to the

CB2 receptor. In early trials, it has been shown to be active
in dermatomyositis. Thus, it received an orphan drug
designation for the treatment of dermatomyositis. It is
probably also active in cutaneous lupus erythematosus.
According to Prof. Friedman, a problem yet unsolved with
plant-derived cannabis extracts sold online is the nonexistent labelling accuracy: products may contain less or
even more cannabidiol. Prof. Friedman concluded that “there
are many opportunities, you just have to stay interested and
believe there is a bright future ahead.”
1
2
3
4
5
6

Friedman Adam. AAD Virtual Meeting Experience, 12-14 June 2020.
Avila Ch, et al. J Am Acad Dermatol 2020;82:1205-1212.
Kim HJ, et al. Int J Dermatol 2015;54:e401-408.
Kircik L. J Drugs Dermatol 2010;9:334-338.
Wilkinson JD, Williamson EM. J Dermatol Sci 2007;45:87-92.
Chiurchiu V, et al. J Immunol 2016;197:3545-3553.

Hidradenitis Suppurativa/Acne Inversa:
Current Medical Management
HS patients carry higher risk for systemic lupus
erythematosus
A US cohort study showed a greater likelihood for developing
certain connective tissue diseases like morphoea or
systemic lupus erythematosus (SLE) in patients already
suffering from hidradenitis suppurativa (HS) [1,2].
Associations between HS and various autoimmune
conditions including inflammatory bowel diseases or
spondyloarthropathies have been reported in the past. A new
population-based study focused on the possibility that HS
may also be linked to autoimmune pathologies of connective
tissue disease (CTD). Data was retrieved from claims files of
non-governmental health insurance from 31 December 2002
to 31 December 2017 in the USA. Included were patients
with a diagnosis of HS that were compared with a group of
non-HS patients with similar risk profiles and comorbidity.
The study population included 66,448 patients with and
without HS with a mean age of 37 years. About 3 quarters
of patients were female, and comorbidities in terms of IBD,
psoriasis, or arthritis ranged between 0.7% and 1.2% with a
14

similar distribution of diagnoses in both groups. The median
follow-up time was 533 days in the HS group and 545 days
in the non-HS group. Follow-up was terminated in case of
a first event of new diagnosis of CTD, death, disenrollment,
or end of data stream. Non-biologic immune-modulatory
treatment was taken by 1.4% in both groups, and biologics
were prescribed to 0.9% of patients in the HS group and 0.6%
in the non-HS group.
Hazard ratios (HR) for developing systemic sclerosis (HR 0.9),
systemic vasculitis (HR 0.87) or Sjögren’s syndrome (HR 0.9)
were not elevated. However, a substantial association was
found for HS and SLE (HR 1.63). The risk of being diagnosed
with morphoea when suffering from HS was doubled (HR
2.02) compared with a patient with a comparable risk profile
without HS. The investigators deemed it most likely that SLE
was newly appearing instead of already co-existing, as a
Kaplan-Meier analysis discovered a maintained relationship
between HS and SLE.
1. 	Schneeweiss MC, et al. P18695, AAD Virtual Meeting Experience, 12-14 June 2020.
2. Schneeweiss MC, et al. J Eur Acad Dermatol Venereol. June 2020. Doi:10.1111/
jdv.16728.
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Biologics in HS – a growing armamentarium
There are more and more agents to consider for
hidradenitis suppurativa (HS). Thus, choices can now
be made based on the individual needs of the patient
[1]. A few questions need to be answered when treating
HS patients with biologics: who should receive them,
what drug to choose, and how to switch drugs in case of
treatment failure?
“How does your HS impact you?” This is an essential question
that Prof. Joslyn Kirby (Penn State University, USA) asks her
patients before deciding about treatment, since objective
severity should not be the only determining variable. Factors
that can influence objective severity include flare frequency
and scarring. Scarring is usually observed in Hurley stages
II or III with tunnels but can also be seen in patients without
tunnels; in these cases, biologics may be an additional
option. Indeed, the patient has to be willing to take a biologic
and might need some education about the disease, as many
of them still believe in the misconception that HS is caused
by immunodeficiency.
HS act on a multitude of inflammatory pathways. HS can
be influenced by genetics, certain exposures like smoking
or body weight, or a change in microbiome. It can also be
impacted by the innate immune system (i.e. neutrophils and
complement) and the adapted immune system (i.e. T cells
and B cells). This means that many possible targets for
treatments exist. Moreover, comorbidities including a history
of malignancy, inflammatory bowel disease, or psoriasis
have to be taken into account. These additional conditions
may open the door to drugs currently not approved for HS.
Currently, adalimumab is the only approved biologic for HS

patients. A dosing of 160 mg (day 1), followed by 80 mg (day
15), and maintenance of 40 mg weekly as of day 29 induced a
clinical response in about 40% to 60% of patients (see Figure)
[2] and significantly reduced the number and duration of flares
[3]. However, if the drug does not show the anticipated results,
when is it time to switch? According to Prof. Kirby, one should
wait between 3 and 4 but not longer than 6 months for a
typical response to treatment. The new drug should be started
at the same point when the old agent would have been given
because then overlap risk is considered low.
Infliximab with a dosing of 7.5 mg/kg every 4 weeks resulted
in a Physician Global Assessment of clear, minimal, or mild
(score of 0-2) response in 70.8% of HS patients [4]. In terms
of other possible therapeutics, the interest in anakinra has
subsided because it requires a daily dosing.
In a phase 2 trial, the IL-1α inhibitor bermekimab (400 mg
weekly) showed great promise: 61% of HS patients naïve
to TNF blockers and 63% of patients that failed prior antiTNF therapy achieved a HS clinical response at week 12
[5]. Further, in an open-label trial, ustekinumab led to 47%
of patients with a clinical response (≥50% reduction in total
abscess and nodule count) and secukinumab had impressive
results with about 70% reaching clinical response [6,7].
“These interesting results will have us optimistic that we will have
more treatment options in the future,” according to Prof. Kirby.
1.	Kirby J. AAD Virtual Meeting Experience, 12-14 June 2020.
2. Kimball A, et al. N Engl J Med. 2016;375:422-434.
3. Van der Zee HH, et al. J Eur Acad Dermatol Venereol. 2020;34:1050-1056.
4. Ghias MH, et al. J Am Acad Dermatol. 2020;82:1094-1101.
5. Gottlieb A, et al. J Invest Dermatol. 2020 Jan 29;S0022-202X(20)30071-3.
6. Blok JL, et al. Br J Dermatol. 2016 Apr;174:839-846.
7. Casseres RG, et al. J Am Acad Dermatol. 2020;82:1524-1526.

Figure: Adalimumab results in the POINEER I and II trials [2]
B PIONEER II, Period 1: All Patients

A PIONEER I, Period 1: All Patients
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Day 1, 160 mg, day 15, 80 mg, from day 29, 40 mg weekly. Clinical response was defined as at least a 50% reduction from baseline in the abscess and inflammatory-nodule count, with no increase in abscess or draining-fistula
counts at week 12.
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Selective IL-23 blocker safe in elderly psoriasis
patients
A post-hoc analysis of the reSURFACE 1 and 2 trials
showed that tildrakizumab is well tolerated in psoriasis
patients >65 years [1].
Tildrakizumab is the second selective IL-23 blocker approved
for treatment of patients with moderate-to-severe psoriasis.
This was based on the positive results from the phase 3
reSURFACE trial that compared tildrakizumab with placebo
and the TNF blocker etanercept. In this trial, tildrakizumab
was well tolerated. However, elderly patients often suffer from
cardiovascular comorbidity and are a particularly vulnerable
group. Therefore, the current post-hoc analysis assessed
the safety profile of tildrakizumab in elderly patients ≥65
years. Data for the analysis was derived from the phase 3
reSURFACE 1 (64 weeks) and reSURFACE 2 (52 weeks) trials
and their long-term extension periods.
Elderly patients were analysed in 3 groups: patients who
received a dose of 100 mg tildrakizumab in at least 1 part of
the study, patients who received a dose of 200 mg in at least
1 part of the study, and patients who received etanercept
until week 28. Severe infections were defined as any infection
meeting the definition of a serious adverse event and/or
infections that required intravenous antibiotics. Confirmed
extended major adverse cardiovascular events (MACEs)
included non-fatal myocardial infarction, non-fatal stroke,
unstable angina, coronary revascularisation, resuscitated
cardiac arrest, and cardiovascular deaths. For all side effects,
exposure-adjusted incidence rates were calculated.
A total of 161 elderly patients were treated with tildrakizumab
up to week 148 (159.5 patient years of exposure to 100 mg;
170.8 patient years to 200 mg). Exposure to etanercept
was 14.7 patient years. Exposure-adjusted incidence rates
of drug-related serious adverse events were 2.5, 1.76,
and 6.83 in the group with the high-dose and low-dose
tildrakizumab, and the etanercept group. Per 100 years of
exposure, the incidence rate of severe infections was 3.76
in the low-dose tildrakizumab group, 2.34 in the high-dose
tildrakizumab group, and 6.83 in the etanercept group. The
exposure-adjusted incidence rates of MACEs were low in all
16

groups (see Table), as were the exposure incidence rates of
malignancies.
The authors concluded that tildrakizumab was well tolerated
in patients ≥65 years of age. Drug-related serious adverse
events and MACEs were rare. Reassuringly, no dose-related
increase in the rate of adverse events was observed in the
200 mg tildrakizumab group.
1. Van de Kerkhof PC, et al. P13632, AAD Virtual Meeting Experience, 12-14 June
2020.

Table: Exposure-adjusted incidence rates of extended MACE [1]
TIL 100 mg
(n=79)

TIL 200 mg
(n=82)

ETN
(n=31)

1 (0.63)

2 (1.17)

1 (6.83)

Coronary artery disease

0

2 (1.17)

0

Coronary artery stenosis

0

0

1 (6.83)

1 (0.63)

0

0

Confirmed extended MACE
(all preferred terms)

Respiratory arrest

Data are n, events per 100 patient-years. ETN, etanercept; MACE, major adverse cardiovascular
event; TIL, tildrakizumab.

ECLIPSE trial: skin clearance independent of
PsA status at baseline
Patients with and without psoriatic arthritis (PsA) at
baseline have a similar benefit from treatment with
secukinumab and guselkumab at 48 weeks, as was
demonstrated in a new analysis of the phase 3 ECLIPSE
trial [1].
The ECLIPSE trial compared the anti-IL-23 monoclonal
antibody guselkumab head-to-head with the IL-17A blocker
secukinumab for the treatment of moderate-to-severe
plaque psoriasis. The primary endpoint of the ECLIPSE trial
was the proportion of patients achieving a Psoriasis Area
and Severity Index (PASI) 90 at week 48. In the overall study
population, a significantly greater proportion of patients
in the guselkumab group achieved this primary endpoint
compared with the secukinumab group. This result was
published earlier this year [2].
In the current analysis, proportions of patients at week
48 achieving PASI 90, PASI 100, Investigator’s Global
Assessment (IGA) score 0/1 (clear or almost clear skin), and
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IGA score 0 (clear skin) responses were analysed by selfreported PsA status. The data was analysed using nonresponder imputation, meaning that patients with missing
data were considered non-responders.
At baseline, 18.2% of patients (97/534) in the guselkumab
group reported PsA compared with 15.4% (79/414) in the
secukinumab group. A greater percentage of patients treated
with guselkumab achieved PASI 90 and PASI 100 response
at week 48 in both PsA and non-PsA subgroups: 82.5% of
patients with PsA at baseline treated with guselkumab
reached PASI 90 compared with 63.3% in secukinumab
treated patients. The corresponding numbers in the group
without PsA were 84.9 and 71.3%, respectively. However,
these differences failed to achieve statistical significance.
In addition, a similar percentage of patients reached IGA
0/1 score with both therapies: 58.8% of patients in the
guselkumab group with PsA reached clear skin compared
with 45.6% of patients in the secukinumab groups. In the
patients without PsA, 62.9% reached an IGA 0 score with
guselkumab compared with 51.3% in the secukinumab group.
Safety findings were generally consistent with observations
from the registrational trials of these agents.
1. Reich K, et al. P15188, AAD Virtual Meeting Experience, 12-14 June 2020.
2. Reich K, et al. Lancet 2019;394:831-839.

Intranasal kappa-opioid agonist effective for
intractable pruritus
A case series of 16 patients with chronic itch from
different underlying causes suggests that intranasal
butorphanol may be highly effective with a rapid onset
of action [1].
Chronic itch is a symptom frequently encountered in the
dermatologic practice. Recent data suggests that generalised
pruritus may result from an imbalance between the mu and
kappa opioid systems. Kappa-agonists have been shown to
inhibit pruritus in both animals and humans. In particular,
there is a medical need for rapid-acting antipruritic agents
that can disrupt the itch-scratch cycle.
A case series of 16 patients with chronic, refractory pruritus
from different causes investigated a nasal spray containing
10 mg/ml butorphanol. Butorphanol, a commercially
available kappa-opioid agonist and mu-opioid antagonist,
is approved for the management of migraine headaches,
musculoskeletal pain, and post-operative pain. Patients

were ≥18 years old and presented to the Johns Hopkins
Department of Dermatology from June 2015 to July 2019
with a diagnosis of chronic pruritus and a failure of at least
4 therapeutics. All study participants reported change in itch
severity as measured with pre-treatment and post-treatment
pruritus numerical rating scale (NRS) scores as well as mean
Dermatology Life Quality Index (DLQI) and Beck Depression
Inventory scores.
Improvement in symptoms after initiation of butorphanol was
reported by 11/16 patients (69%), 4 (25%) participants were
lost to follow-up, and 1 (6%) reported no improvement. The
treatment effect of the spray was impressive: mean itch NRS
score dropped from 9.8 to 4.6 (P<0.0001). Concomitantly,
quality of life and depression scores improved significantly.
Itch-related diagnoses that saw improvement in symptoms
included chronic aquagenic pruritus, brachioradial pruritus,
chronic idiopathic urticaria, neuropathic pruritus, PD1inhibitor induced pruritus, primary sclerosing cholangitis,
trigeminal trophic syndrome, prurigo nodularis, prurigo mitis,
and atopic dermatitis. Three patients (19%) reported adverse
effects from butorphanol, including insomnia and lightheadedness, but most participants did not experience any
side effects.
The authors think that despite the small size of the study,
intranasal butorphanol rescue therapy is a successful
means to treat intractable itch that is associated with
dermatologic, systemic, and neurologic aetiologies. Largerscale, randomised controlled trials are now needed to assess
the safety and efficacy of intranasal butorphanol. In addition,
types of chronic pruritus that benefit most from treatment
should be identified.
1	Khanna R, et al. P17132, AAD Virtual Meeting Experience, 12-14 June 2020.

Better compliance in AD skin care with novel
emollient stick
An emollient in a stick format is applied more often
during the day and, thus, is able to improve pruritus and
quality of life [1].
The daily use of skin moisturising creams or emollients
along with avoidance of specific and unspecific irritants play
a crucial role in the management of atopic dermatitis (AD).
However, the repeated application of an emollient during the
day interferes with the usual daily activities. An emollient in
a stick format might facilitate the use and can be applied
Pearls of the Posters
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whenever the skin feels dry during the day. A recent study
assessed the use of a stick in addition to an emollient balm
and its influence on AD symptoms in 69 patients with mildto-moderate AD. The stick contained the anti-inflammatory
agent madecassoside, shea butter to support the barrier
function, and zinc gluconate for its anti-bacterial properties.
All patients had a SCORing Atopic Dermatitis (SCORAD)
score ≥2 at the screening visit. They were advised to apply
an emollient in the evening and the stick on lesional skin
during the day as needed. Changes in AD symptoms, pruritus
intensity, and influence on quality of life were assessed after
14 days and 28 days and compared with day 0.
The use of this skin regimen lead to a reduction of the
SCORAD by -32.4% at day 14 and -47.4% by day 28 (P≤0.001
compared with day 0). Concomitantly, the Eczema Area
and Severity Index (EASI) dropped by -44.5% at day 14
and -62.3% at day 28 (P≤0.001 compared with day 0). The
improvement of the skin lesions was also noticed in the
Investigator’s Global Assessment (IGA): severity of the
disease decreased on average by 27.1% at day 14 and 38.5%
at day 28 (P≤0.001 compared with day 0). Itch was reduced
by 36.6% at day 14 and by 55.5% at day 28 (see Figure). The
quality of life assessed in the Dermatology Life Quality Index
improved significantly at both time points compared with
day 0 (P≤0.001).
The authors conclude that the combination of an emollient
balm and stick allowed AD patients to treat their atopic lesions
more often and more easily during the day. This simple addition
to the usual skin care regimen translated into an improvement
of all objective and subjective signs and skin symptoms. In
addition, itch was lowered and quality of life increased.
1. Moyal D. P14186, AAD Virtual Meeting Experience, 12-14 June 2020.

Figure: A significant improvement of pruritus with a -36.6% and -55.4%
reduction at day 14 and 28 [1]
250

Spironolactone safe for androgenetic alopecia
in cancer survivors
The potassium-sparing diuretic spironolactone is a
viable treatment option in women with a previous breast
cancer diagnosis [1].
In daily practice, spironolactone is often used off-label for
the treatment of androgenetic alopecia in women. The agent
exerts competitive blockade on androgen receptors in target
tissues. It has been shown to arrest hair loss progression; a
significant percentage of women even achieve partial hair
regrowth [2]. However, limited data is available on its safety
in breast cancer survivors. Due to its estrogenic effects, a
potential risk for promoting cancer recurrence has been
discussed. To clarify this issue, the authors performed a
retrospective analysis using the Humana Insurance database.
Breast cancer survivors were identified using ICD-9/10 codes
and divided into cohorts by spironolactone prescription. Patient
demographics and comorbidities were compared and analysed.
Cohorts with and without spironolactone use were further
matched using propensity score analysis to assess breast
cancer recurrence. This statistical method allows one to design
and analyse an observational study so that it mimics some of
the characteristics of a randomised controlled trial. The primary
outcome was breast cancer recurrence within 2 years.
Included in the analysis were 29,146 females with a previous
history of breast cancer, 746 were prescribed spironolactone
compared with 28,400 non-users. In the matched cohort 16.5%
of spironolactone users compared with 15.8% of non-users
had a recurrence of breast cancer (P=0.779). As suspected,
spironolactone use was not associated with cancer recurrence.
Previous studies have already shown that spironolactone does not
affect hormone levels (i.e. oestrogen, progesterone, testosterone)
and does not increase the risk of breast cancer in non-cancer
patients [3]. In addition, its use did not increase the risk for primary
breast and gynaecologic cancers in normal patients [4].
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Thus, the authors concluded that spironolactone can be
considered a viable treatment option in the armamentarium
for hair loss in breast cancer survivors. However, future
prospective studies with longer duration should be performed
to confirm these results.
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Wei C, et al. P15809, AAD Virtual Meeting Experience, 12-14 June 2020.
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Baricitinib beneficial in head and neck AD

the mean EASI subscore for head/neck was 31.7, head/neck
EASI for erythema 2.3.

New data from a pooled analysis of phase 3 trials
demonstrated substantial efficacy of JAK-inhibition with
baricitinib for head and neck lesions in atopic dermatitis
(AD) [1].

The investigators found significant amelioration rates in the
head/neck area compared with placebo already after 1 week
with 5.3% (placebo), 18.2% (BARI 2 mg), and 23.0% (BARI 4
mg). Corresponding improvement for the overall EASI were
8.9%, 24.1%, and 28.6% (P<0.001 for each BARI group vs
placebo). At week 16, an improvement of the EASI by 50%
(EASI 50) for head/neck was reached by 25.6% and 31.9%
In the BARI 2 mg and BARI 4 mg groups versus 13.8% in the
placebo group (P<0.001 for both dosages of baricitinib). An
EASI 75 head/neck erythema response could be observed
as early as week 2 in the BARI 2 mg and BARI 4 mg groups
with significant test results compared with placebo (P≤0.05).
There was no new or unexpected safety profile. All in all,
baricitinib was effective in reducing the severity of AD
involvement in the head and neck region.

The oral JAK1/JAK2 inhibitor baricitinib has already proven
its efficacy versus placebo in treating moderate-to-severe AD
in the identical, double-blind, randomised, controlled, phase
3 BREEZE-AD1 and BREEZE-AD2 trials. Patients with AD
often experience affection of head and neck as particularly
inconvenient, resulting in a negative impact on their quality
of life. Yet, AD in these locations is difficult to treat.
Thus, pooled data from over 1,200 patients in BREEZE-AD1
and BREEZE-AD2 was used to assess efficacy of baricitinib
on head and neck AD. The trial included adult patients with
a history of moderate-to-severe AD for ≥12 months. They
all had inadequate response to at least 1 topical treatment
within the last 6 months or had shown intolerance to this
therapy. Depending on earlier use of topical or systemic
treatment, there was a washout period of 2-4 weeks prior
to the trial. Topical steroids were only allowed as rescue
therapy. Median age of the participants was 33 years, 38%
were female, and 98.1% of the study participants had head
and/or neck involvement.

1.	Simpson EL, et al. P15059, AAD Virtual Meeting Experience, 12-14 June 2020.

Continuous terbinafine most effective for
toenail onychomycosis
A systematic review investigating efficacy and safety
of continuous versus pulsed therapy for treating toenail
onychomycosis revealed no significant beneficial
regimen in general. However, mycological cure had the
greatest success with continuous terbinafine 250 mg
over 24 weeks [1,2].

Patients were randomised to 4 groups 2:1:1:1 receiving
either placebo, or baricitinib at doses of 1 mg (BARI 1 mg), 2
mg (BARI 2 mg), or 4 mg (BARI 4 mg) per day over 16 weeks.
Percentage change in Eczema Area and Severity Index (EASI)
(in the intention-to-treat population) and EASI 50 and EASI
75 responders were assessed by mixed model repeated
measure and logistic regression (see Figure). At baseline,

Onychomycosis is the most common of all nail diseases and
has different treatment options. A network meta-analysis
aimed to examine the most effective of these treatment
options with regard to mycological cure. The analysis included

Figure: EASI 50/75 response rates in the intention-to-treat population [1]
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22 studies with data from 4,205 study subjects and targeted
randomised controlled trials of oral antifungal therapy for
adults for toenail onychomycosis, diagnosed by potassium
hydroxide solution (KOH) and culture. The assessment
evaluated terbinafine, itraconazole, and fluconazole in
continuous and pulsed regimes at different dosages: 250 mg
terbinafine (continuous for 12, 16, and 24 weeks), 500 mg
terbinafine (pulsed for 3 or 4 months), 200 mg itraconazole
(continuous for 12 weeks), 400 mg itraconazole (pulsed for
3 or 4 months), and fluconazole 150 mg, 300 mg, or 450 mg
(once a week over 9-12 months).
Evaluation against placebo resulted in superiority in attaining
mycological cure for all monotherapies. The Surface Under
the Cumulative Ranking (SUCRA) value for likelihood of
mycological cure versus placebo was highest (95.97) for
the 24-week continuous daily intake of 250 mg terbinafine
with a relative risk (RR) of cure at 11.0. Second in ranking
was terbinafine at the same dosage over 16 weeks (RR 8.9)
with SUCRA 70.71, while 3 months of pulsed treatment with

terbinafine had a SUCRA of 58.78. SUCRA 47.20 and 43.98
were seen for 3 and 4 months of pulses with itraconazole
400 mg, whereas 12 weeks of continuous itraconazole 200
mg resulted in a SUCRA of 33.87. Fluconazole at all doses
was less efficacious than the other agents.
Comparisons of application schedules revealed no
significant differences in probability of mycological cure
between the continuous and pulsed regimens of terbinafine
and itraconazole. As the authors point out, this result was
unexpected because pulsed therapy was theoretically more
effective considering the fungal life cycle: the sudden high
concentration of an anti-fungal drug eliminates hyphae,
sparing already present spores. During the ‘off’ portion,
these spores may germinate and be eliminated during the
next pulse. In practice, this advantage could not be shown. In
terms of adverse events, safety of all the anti-fungal agents
was comparable with placebo.
1.	Stec N, et al. P16014, AAD Virtual Meeting Experience, 12-14 June 2020.
2. Gupta AK, et al. J Eur Acad Dermatol Venereol. 2020;34:580-88.

MedicoM
Podcast channel

“Listen to the AAD VMX 2020
Virtual Meeting – Highlights”
Summary of articles presented at the AAD Virtual Meeting:
 Simpson EL, et al. Baricitinib, an Oral, Reversible Janus Kinase-1 and -2 Inhibitor,
for Atopic Dermatitis: Head and Neck Response Across Two Phase 3 Studies.
P15059; AAD Virtual Meeting Experience, 12-14 June 2020.

 Khanna R et al. Intranasal butorphanol as a rescue therapy for the treatment of
intractable pruritus. P17132, AAD Virtual Meeting Experience, 12-14 June 2020.

 Lewinson RT, et al. Depression as a risk factor for the development of psoriasis.
P16742, AAD Virtual Meeting Experience, 12-14 June 2020.

 Warren RB. Risankizumab versus secukinumab in patients with moderate-tosevere plaque psoriasis: a phase 3 trial. Late breaking abstract, AAD Virtual Meeting
Experience, 12-14 June 2020.

And more
Listen Directly
No Registration Required!

 BACK TO THE CONTENTPAGE

