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Patient-reported well-being in value-based care using
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tildrakizumab in a real-world setting: Austrian subanalysis
of 28-week interim data from the phase IV POSITIVE study
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Introduction: Psoriasis impairs patients’ and families’ social,
emotional, functional and physical condition. Tildrakizumab
is an anti-interleukin-23p19 indicated for moderate-to-severe
plaque psoriasis. This analysis aimed to assess the effective-
ness of tildrakizumab on the overall well-being and health-re-
lated quality of life (HRQoL) in Austrian patients with moder-
ate-to-severe psoriasis from the POSITIVE study.

Methodology: This is a 24-month, phase IV observational
multinational study in adults with moderate-to-severe plaque
psoriasis receiving tildrakizumab in routine care. Well-being
was assessed through the s-item WHO Well-being Index
(WHO-5; range 0-100, 100=maximal well-being). The HRQoL
instrument was Dermatology Life Quality Index-Relevant
(DLQI-R). Treatment satisfaction was assessed through the

Patient-reported well-being using tildrakizumab in a

Treatment Satisfaction Questionnaire for Medication (TSQM-
9). Here, we report the Austrian dataset of the 28-week (W)
interim analysis based on observed cases.

Results: Forty-two patients were included (69.0% male,
mean [SD] age: 45.6 [14.6]). Mean (SD) WHO-5 increased from
£49.4 (19.6) at baseline to 69.1 (21.4) at W28 (p<0.001). Mean
(SD) Psoriasis Area and Severity Index (PASI) decreased from
10.9 (5.6) at baseline to 0.6 (0.8) at W28 (p<0.001). At W28,
89.7%/68.4% of patients achieved PASI <3/<1 responses.
Mean (SD) DLQI-R decreased from 13.3 (8.1) at baseline to 2.4
(3.0) at W28 (p<0.001). At W28, mean (SD) scores on TSQM-9
domains were 84.1 (23.2)/90.0 (15.2)/89.8 (17.1) for effective-
ness/convenience/global satisfaction. No adverse events
were reported.

Conclusion: Results are consistent with those observed in
the total POSITIVE population. Tildrakizumab significantly im-
proved patients’ well-being, skin symptoms and HRQoL, with
high rates of treatment satisfaction and without safety con-

cerns after 28 weeks in Austria. I
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real-world setting: 28-week interim data in patients with
nail psoriasis from the phase IV POSITIVE study
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Introduction: Nail psoriasis, a difficult-to-treat manifestation
of psoriatic disease, affects 40-60% of patients with plaque
psoriasis and often impairs health-related quality of life
(HRQoL). Tildrakizumab is an anti-interleukin-23p19 indicat-
ed for moderate-to-severe plague psoriasis. This subanalysis
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aimed to assess the effectiveness of tildrakizumab on the
overall well-being and HRQoL in patients with nail psoriasis
from the POSITIVE study.

Methodology: This is a 24-month, phase IV observational
multinational study in adults with moderate-to-severe plaque
psoriasis receiving tildrakizumab in routine care. Well-being
was assessed through the s-item WHO Well-being Index
(WHO-5; range 0-100, 100=maximal well-being). The HRQoL
instrument was Dermatology Life Quality Index-Relevant
(DLQI-R). Nail assessments included Nail Psoriasis Severity
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Index (NAPSI) and Nail Assessment in Psoriasis and Psoriatic
Arthritis (NAPPA) scores. Here, we report 28-week (W) interim
data of Austrian patients with nail psoriasis from the POSI-
TIVE study based on observed cases.

Results: Twenty-five patients were included (72% male,
mean [SD] age: 47.9 [14.4]). Mean (SD) WHO-5 score increased
from 51.3 (18.6) at baseline to 70.9 (22.5) at W28. Mean (SD)
Psoriasis Area and Severity Index (PASI) decreased from 11.1
(5.6) at baseline to 0.6 (0.6) at W28. At W28, 100%/75% of

Relapse and Maintenance of Clinical Response In the

patients achieved PASI <3/<1 responses. Mean (SD) DLQI-R
score decreased from 14.2 (8.6) at baseline to 2.9 (3.5) at
W28. Mean (SD) NAPSI/NAPPA decreased from 33.2 (32)/1.6
(1.1) at baseline to 15.3 (20.4)/0.5 (0.5) at W28. No adverse
events were reported.

Conclusion: Tildrakizumab significantly improved patients’

well-being, skin symptoms, nail outcomes, and HRQoL with-
out safety concerns after 28 weeks.
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Introduction: Ruxolitinib  (JAK1/JAK2 inhibitor) cream
demonstrated statistically superior repigmentation to vehicle
at Week 24 on primary and key secondary endpoints in two
phase 3, randomized, controlled vitiligo studies.

Methodology: Patients (212 years) achieving near-complete
facial repigmentation (290% improvement in facial Vitil-
igo Area Scoring Index [F-VASI90]), at Week 52 in TRuE-V1/
TruE-V2 (NCTog4052425/NCTo4057573) entered a random-
ized withdrawal arm (1:1, twice-daily 1.5% ruxolitinib cream
or vehicle) in the 52-week TruE-V long-term extension (LTE;
NCTo4530344) following 6-12 months of twice-daily treat-
ment in parent studies. Time-to-relapse (less than F-VASI75)
and F-VASIgo maintenance were assessed.
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Results: A total of 111 patients were included (vehicle, n=56;
ruxolitinib cream, n=55). F-VASI9o was maintained for 1 year
in 21.4% and 61.8% of patients who applied vehicle and
ruxolitinib cream, respectively. Median (95% Cl) duration
of F-VASI90 maintenance was 195.0 (113.0—372.0) days for
vehicle and not estimable (NE) for ruxolitinib cream. In the
withdrawal arm, 39.3% of patients randomized to vehicle had
=F-VASI75 at 1 year. For the 28.6% of patients on vehicle who
relapsed (less than F-VASI7s5), most events occurred within
3 months; median time-to-relapse, NE. Upon resumption of
ruxolitinib cream, response was regained (median [95% Cl],
85.0 [43.0-106.0] days). Treatment-emergent adverse events
(TEAES) occurred in 43.2% (ruxolitinib cream) and 36.2% (ve-
hicle); treatment-related TEAEs (none serious) occurred in
5.2% in both arms.

Inference: Many patients who achieved near-complete fa-
cial repigmentation (F-VASI9o) were able to maintain durable
response after discontinuing ruxolitinib cream. Among those
who lost response upon stopping active treatment, response
was regained upon reinitiating ruxolitinib cream treatment.

1
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Dupilumab Improves Itch, Skin Pain, and Sleep in Adult
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Patients With Prurigo Nodularis (LIBERTY PN-PRIME and
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Introduction: Prurigo nodularis (PN) is characterized by the
presence of itchy nodules on the trunk/extremities, often ac-
companied by skin pain and sleep disruption. Psychometric
validation and within-patient meaningful change thresholds
for 3 patient-reported outcome instruments have been as-
sessed in patients with PN: Worst Itch Numerical Rating Scale
(WI-NRS), Skin Pain-NRS, and Sleep-NRS. The proportion
of patients achieving clinically meaningful improvement in
these scores was investigated in 2 pooled randomized, dou-
ble-blind, placebo-controlled, phase 3 trials of dupilumab in
adults with PN uncontrolled on topical therapies, LIBERTY-PN
PRIME (NCT04183335) and PRIME2 (NCT04202679).

Methods: Adults with PN inadequately controlled on top-
ical prescription therapies or when those therapies are not
advisable were randomized 1:1 to dupilumab 300 mg every

Acral melanoma presenting as a chronic non-healing ulcer

Luisa UNTERLUGGAUER?, IcHIRO OkAMOTO!

'Medizinische Universitat Wien

2 weeks or matched placebo. Here we report the propor-
tion of patients with a 24-, 24-, and =2-point improvement
(within-patient meaningful improvement) in weekly average
WI-NRS, Skin Pain-NRS, and Sleep-NRS (ranges 0-10), re-
spectively, from baseline to Week 24.

Results: 311 patients were randomized (dupilumab/place-
bo, n=153/n=158). Baseline characteristics for WI-NRS, Skin
Pain-NRS, and Sleep-NRS were balanced between treatment
groups. Significantly more patients treated with dupilumab vs
placebo achieved within-patient meaningful improvement in
WI-NRS (58.8% vs 19.0%; P<0.0001), Skin Pain-NRS (49.7% vs
20.9%; P<0.0001), and Sleep-NRS (42.5% vs 23.4%, P<0.0001)
from baseline to Week 24. The safety profile of dupilumab
was consistent with the known safety profile in its approved
indications.

Conclusion: Adults with PN uncontrolled on topical thera-
pies treated with dupilumab achieved statistically significant
and clinically meaningful improvement in itch, skin pain, and
sleep quality.

O,

Die Veroffentlichung des Textes wurde zuriickgezogen.
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Oleogel-S10 reduziert die Belastung durch Verbands-

©

wechsel bei Patienten mit Epidermolysis bullosa
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Einleitung: Epidermolysis bullosa (EB) ist eine Genoderma-
tose, charakterisiert durch Hautbriichigkeit und Blasenbil-
dung bei minimalen Traumata. Die Behandlung konzentriert
sich auf eine anspruchsvolle Wundpflege, die in der Regel
haufige und schmerzhafte Verbandswechsel erfordert. In der
randomisierten, doppelblinden, Vehikel-kontrollierten klini-
schen Studie EASE wurde der klinische Nutzen von Oleogel
S 10 (Birkenrinden-Triterpene) bei Epidermolysis bullosa (EB)
nachgewiesen. Hier berichten wir die Ergebnisse einer Post-
hoc-Analyse zur Reduktion der Haufigkeit der Verbandswech-
sel und der entsprechenden Zeitersparnis.

Methodik: In der EASE-Studie wurden Patienten mit dys-
tropher EB oder junktionaler EB und =1 EB-Wunden von
10-50 c¢m? (Alter =21 Tagen und <9 Monaten) (iber 9o Tage

Langfristige Sicherheit und Wirksamkeit von Oleogel-S10

(Doppelblindphase) mit Oleogel-S10 (n=109) oder Kontroll-
gel (n=114) behandelt. Diese Analyse schloss Patienten mit
der héchsten Belastung ein, d.h. taglichem Verbandswechsel
zu Studienbeginn (Oleogel-S10: n=47, Kontrollgel: n=53). Die
fir den Verbandswechsel benétigte Zeit wurde anhand publi-
zierter Daten (Bruckner, Orphanet | Rare Dis 2020;15:1) kalku-
liert (Patientenzeit und 66,7% des Pflegekraftzeitaufwands),
um die Zeitersparnis zu berechnen.

Ergebnisse: In der Oleogel-S10 Gruppe konnten 35,6% der
Patienten die Verbandswechsel-Frequenz reduzieren, gegen-
iber 10,6% der Kontrollgel-Gruppe. Die Reduktion wdchent-
licher Verbandswechsel betrug 1,36+0,24 unter Oleogel-S10
gegeniiber 0,41x0,23 unter Kontrollgel (Differenz -0,95+0,33;
p=0,005), entsprechend einer Reduktion alle zwei Wochen um
drei Verbandswechseln unter Oleogel-S10 gegeniiber einem
Verbandswechsel unter Kontrollgel. Die geschétzte Zeiterspar-
nis beim Verbandswechsel betrug pro Woche 10,9 Stunden
fir Oleogel-S10 gegentiber 4,0 Stunden fiir Kontrollgel (6,6 vs.
2,4 Stunden pro Patient und 4,4 vs. 1,6 Stunden pro Pflegekraft)

Schlussfolgerung: Oleogel-S1io verringerte die Frequenz
und damit den Zeitaufwand der mithsamen und schmerzhaf-
ten Verbandswechsel gegentiber Kontrollgel bei EB-Patien-
ten mit anfanglich taglichem Verbandswechsel. I

@

(Birkentriterpene) bei der Behandlung von Epidermolysis-
bullosa-Wunden: Ergebnisse aus der 24-monatigen offenen

Phase der EASE-Studie
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Einleitung: Die 9o-tagige Doppelblindphase (DBP) der Pha-
se-3-Studie EASE zeigte eine beschleunigte Wundheilung fir
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Oleogel-S10 (Birkentriterpene) im Vergleich zu Kontrollgel bei
Epidermolysis bullosa (EB).

Methodik: Hier berichten wir die Ergebnisse zur Sicherheit
und gesamten Wundbelastung der 24-monatigen offenen
Phase (OLP), in der alle Patienten mit Oleogel-S10 behandelt
wurden. Die Daten zum EB Disease Activity and Scarring In-
dex (EBDASI) und Body Surface Area Percentage (BSAP) wer-
den ohne Besuchsfenster berichtet, um die reale Situation
besser widerzuspiegeln, insbesondere unter Berlicksichti-
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gung der COVID-19-Pandemie. Die Population setzte sich aus
Patienten mit dystropher EB (n=178; 86,8%) und junktionaler
EB (n=25; 12,2%) zusammen. 141 Patienten (68,8 %) schlos-
sen die OLP ab. Die mittlere (SD) Behandlungsdauer betrug
584,7 (246,1) Tage.

Ergebnisse: Unerwiinschte Ereignisse wurden bei 77,1 % al-
ler Patienten der OLP-Studie gegeniiber 81,7 % der mit Oleo-
gel-S1o0 behandelten Patienten der DBP-Studie gemeldet.
Die mittlere BSAP der mit Oleogel-S10 behandelten Patien-
ten ging von 12,1 % bei DBP-Studienbeginn auf 6,1 % nach
27 Monaten Behandlung zuriick. Ahnlich verbesserte sich der
mittlere EBDASI-Hautaktivitatswert in der Oleogel-S10-Grup-

Maintenance of efficacy and safety with lebrikizumab up to

ABSTRACTS

pe von 19,6 auf 15,1 nach 27 Monaten. Ferner wurde bei den
Patienten, die in der OLP von der Kontrollgruppe auf Oleogel-
S10 umgestellt worden waren, eine Verringerung der BSAP-
und der EBDASI-Werte gegeniiber dem Ausgangswert der
OLP beobachtet.

Schlussfolgerung: Diese Daten belegen ein beruhigendes
Langzeit-Sicherheitsprofil von Oleogel-S10. Zudem bleibt die
zuvor berichtete Verringerung der Wundlast nach 15 Monaten
Behandlung mit Oleogel-S10 bis zum Ende der OLP erhalten.
Dies ist ermutigend — angesichts der Art dieser chronischen
genetischen Storung, bei der die fragilen Wunden der Patien-
ten regelmaRig wiederkehren.

one year of treatment in patients with moderate-to-severe
atopic dermatitis with or without topical corticosteroids
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rall, S.A., °Oregon Health & Science University

Introduction: ADvocater (NCT04146363) and ADvocate2
(NCTo4178967) are phase 3 trials evaluating induction and
maintenance treatment with lebrikizumab (LEB) monother-
apy in patients with moderate-to-severe atopic dermatitis
(AD). ADhere (NCTo4250337) evaluated induction treatment
with LEB-+topical corticosteroids (TCS) in patients with mod-
erate-to-severe AD. Patients completing ADhere could roll
over into ADjoin (NCTo4392154). Here, we describe mainte-
nance of efficacy and safety in Week 16 responders of AD-
vocate1 and ADvocate2 (Weeks 16 to 52; pooled data) and
ADjoin (Weeks o to 40) treated with LEB every 2 weeks (Q2W)
or every 4 weeks (Q4W) for up to one year, with/without TCS.
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Methodology: Non-responder imputation was used to han-
dle missing data due to lack of efficacy (ADvocate1, ADvo-
cate2, and ADjoin) or data after systemic rescue medication
usage (ADvocate1 and ADvocate2 only; intermittent TCS use
was allowed). Multiple imputation was used for other missing
data.

Results: In ADvocate1 and ADvocate2 pooled results, most
patients treated with LEB Q2W and Q4W maintained an In-
vestigator Global Assessment (IGA) o/1 response (71.2% and
76.9%) and Eczema Area and Severity Index (EASI) 75 re-
sponse (78.4% and 81.7%) at Week 52. Similarly, most pa-
tients treated with LEB+TCS Q2W and Q4W in ADjoin main-
tained an IGA o/1 response (75.4% and 86.8%) and EASI75
response (85.6% and 81.2%) at Week 40. Across studies,
most LEB-treated patients also maintained EASIgo. Safety re-
sults were consistent with those previously published.

Conclusion: Patients maintained a similarly durable re-
sponse in the signs and symptoms of moderate-to-severe AD
when treated with LEB Q2W and Q4W with or without TCS.

—
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Lebrikizumab provides long-term clinically meaningful
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responses in patients with moderate-to-severe atopic
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Introduction: Clinically meaningful responses, assessed by
signs, symptoms and quality of life (QolL) improvements in
atopic dermatitis (AD), provided by LEB at Week 52 (W52)
among W16 ADvocater (NCToz4146363) and ADvocate2
(NCTo4178967) adult responders (pooled data) are reported
here.

Methodology: ADvocate1&2 were two identically designed,
randomized, placebo-controlled, monotherapy Phase 3 trials
assessing LEB efficacy and safety in patients with moder-

Lebrikizumab reduces the extent of AD signs across body

regions at 52/56 Weeks

ate-to-severe AD. Responders at W16 were patients achiev-
ing Eczema Area and Severity Index (EASI) 75 or Investigator
Global Assessment (IGA) o/1 with a =2-point improvement
from baseline, without rescue medication. Responders to LEB
250 mg every two weeks (LEB Q2W) at W16 received LEB Q2W,
every 4 weeks (LEB Q4W), or placebo (PBO) for 36 weeks.
Signs were defined by EASI <7, symptoms by Pruritus Numeric
Rating Scale (PNRS<4), and QoL by Dermatology Life Quality
Index (DLQI<5). Post-hoc analysis reports proportion of pa-
tients achieving one or more clinically meaningful responses,
and proportion of patients achieving all three clinically mean-
ingful responses. Patients with baseline DLQI>5 and PNRS»>4
were selected.

Results: At W52, 89.6% of patients in LEB Q4W, 84.3% in
LEB Q2W and 72.9% in PBO achieved one or more of clinical-
ly meaningful AD responses. 57.6% of patients in LEB Q4W,
60.7% in LEB Q2W and 45.8% in PBO achieved all three end-
points.

Conclusion: At W52, LEB provided clinically meaningful re-
sponses for signs, symptoms, and QoL in adults with mod-
erate-to-severe AD. In addition, more than half of patients
achieved response in all three domains, which represents a
status of minimal disease.

Simpson ELY, Gotara Honarz, Hong H C-H3, Kiuian EvericH4, DELPHINE STAUMONT-SALLES, LEGAT FJ°, Laia BARDOLET/, ATWATER AR,
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®University Clinic for Dermatology and Venereology, Medical
University of Graz, Graz, Austria; *Not original author, added as
potential presenter for the purpose of the OGDV 2023, 7Almirall
S.A, 8Eli Lilly and Company, *University Medical Center Utrecht

Introduction: Lebrikizumab (LEB) efficacy was assessed in
each body region measured by Eczema Area and Severity
Index (EASI) in patients with moderate-to-severe AD. Pooled
data from Phase 3 ADvocate1 (NCTo4146363) and ADvocate2
(NCTo4178967A) (ADvocate1&2) and data from patients on
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Phase 3 ADhere (NCTo4250337), assessing LEB+topical cor-
ticosteroids (TCS) up to 16-weeks, rolling over into the Phase
3 long-term extension ADjoin (NCT04392154), were analysed.

Methodology: In ADvocate1&2, responders to LEB 250 mg
every two weeks (LEB Q2W) at Week 16 (W16) were re-ran-
domised to receive LEB Q2W, every 4 weeks (LEB Q4W) or
placebo (PBO) for 36 weeks. Patients were responders if they
achieved EASI7s5 or Investigator Global Assessment (IGA) o/1
with a >2-point improvement without rescue medication. In
ADjoin, ADhere responders received LEB Q2W or LEB Q4W for
100 weeks. Mean percentage change from baseline (%CFB)
at W52 (ADvocate1&2) and at W56 (ADjoin) was calculated
for each body region.
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Results: In ADvocate1&2, mean %CFB at W52 (PBO, LEB Q2W
and LEB Q4W) in head&neck was -74.04, -79.28 and -81.60;
lower extremities -68.34, -82.30 and -82.51; upper extremities
-62.52, -78.47 and -79.43, and trunk -72.01, -84.82 and -86.30.
In ADjoin, mean %CFB at W56 (LEB Q2W and LEB Q4W) in
head&neck was -91.26 and -92.76; lower extremities -90.81
and -84.16; upper extremities -98.36 and -92.06; and trunk
-92.22 and -89.73.

Efficacy of Dupilumab Up to 1 Year in Infants and

Conclusion: LEB as monotherapy and in combination with
TCS reduced the extent of involvement and severity of AD
across all body regions including head&neck region, a bur-
densome and difficult to treat area.

O,

Pre-schoolers With Atopic Dermatitis
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eron Pharmaceuticals, Inc., 7Sanofi

Introduction: Continuous use of several traditional systemic
atopic dermatitis (AD) treatments in paediatric patients is not
recommended due to safety concerns and lack of long-term
efficacy data.

Methodology: Children aged 6 months to 5 years with
moderate-to-severe AD who had participated in the 16-
week, double-blind, phase 3 LIBERTY AD PRESCHOOL trial
(NCT03346434, part B; parent study) were enrolled into an
open-label extension (OLE) study (NCTo2612454). Patients
received subcutaneous dupilumab every 4 weeks (200 mg
for children weighing 5 to <15 kg; 300 mg for 15 to <30 kg).
Topical AD treatments were allowed.

Long Term Laboratory Safety of Dupilumab in Patients

Results: Relative to parent study baseline, mean percentage
changes (+ standard error) in Eczema Area and Severity In-
dex score were —41.6 (¢4.6) and —54.0 (¢3.2) at OLE baseline,
-74.5 (£3.7) and —81.7 (+1.8) at Week 16, and -85.6 (+3.5) and
-86.4 (+2.2) at Week 52 in the 200 mg and 300 mg dupilum-
ab groups, respectively. The number of patients (%) achieving
an Investigator’s Global Assessment score of 0/1 increased
from OLE baseline (6/61 [9.8%] and 15/116 [12.9%)), to Week
16 (22/58 [37.9%] and 35/115 [30.4%]), and at Week 52 (16/34
[47.1%] and 18/54 [33.3%)) in the 200 mg and 300 mg dupi-
lumab groups, respectively. Overall safety of dupilumab treat-
ment administered for up to 1 year was consistent with the
known dupilumab safety profile.

Inference: Dupilumab treatment for 1 year provides sus-

tained improvement in signs of AD in patients aged 6 months
to 5 years with moderate-to-severe AD.

O,

Aged 6 Months to 5 Years With Moderate-to-Severe Atopic

Dermatitis

KaTHARINA KLas, ELAINE SIEGFRIED, MicHAEL ). Cork, BENJAMIN LocksHIN, MARK BocuNiewicz, SUMEET UppAL, FaisAL A. KHOKHAR,

AsHIsSH BaNsaL, DesrA SiErka, Sonya CYR

Sanofi, ?Saint Louis University, 2Cardinal Glennon Children’s
Hospital, “University of Sheffield, *Sheffield Children’s Hospi-
tal, °*Georgetown University, National Jewish Health, 8Univer-
sity of Colorado School of Medicine, °Regeneron Pharmaceu-
ticals, Inc., *°Sanofi

Introduction: Systemic treatments often require laboratory
monitoring. Here we report 52-week laboratory safety data for
dupilumab-treated children aged 6 months to 5 years with
moderate-to-severe atopic dermatitis (AD).
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Methodology: LIBERTY AD PED-OLE (NCTo2612454) is an
open-label extension study of children aged 6 months to
<18 years with moderate-to-severe AD. This analysis includes
haematologic and chemistry laboratory parameters in chil-
dren aged 6 months to 5 years treated with dupilumab ev-
ery 4 weeks (q4w; 200 mg: >5kg to <15kg; 300 mg: >15kg to
«30kg).

Results: Of the 180 patients enrolled, 122 (67.8%) completed
up to 16 weeks and 30 (16.7%) completed up to 52 weeks.
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Mean (SD) eosinophil counts increased slightly from baseline
(1.15 x 109/L [1.18]) to Week 16 (1.5 x 109/L [1.91]), but then
decreased below baseline by Week 52 (0.80 x 109/L [0.64]).
Mean (SD) platelet counts were relatively stable with a mod-
est decrease from baseline (388.7 x 109/L [102.51]) to Week
52 (356.1 x 109/L [107.48]). Chemistry parameters remained
within the normal reference ranges. One patient (0.6%) re-
ported a mild case of anemia, and one patient (0.6%) report-
ed a mild case of thrombocytopenia, which were resolving

Dupilumab Treatment in Patients With Hand and Foot

ABSTRACTS

and resolved at the time of this interim analysis, respective-
ly. Overall safety was consistent with the known dupilumab
safety profile.

Inference: No clinically meaningful changes in haematologic
and chemistry parameters were observed during 52 weeks of
dupilumab treatment. As with adults, adolescents and older
children, routine laboratory monitoring is unnecessary in chil-
dren aged 6 months to 5 years with moderate-to-severe AD. I

®

Atopic Dermatitis: Results From a Phase 3, Randomized,
Double-Blind, Placebo-Controlled Trial

KatHARINA KLas, ERiC L. SiMPSON, JONATHAN |. SILVERBERG, MARGITTA WORM, GoLARA HonARI, Koji Masuba, Ewa SycuLa,
JENNIFER MALONEY, LEDA P. MIANNENT, JING XIA0, ARIANE DUBOST-BRAMA, ASHISH BANSAL

1Sanofi, 20regon Health & Science University, 3The George
Washington School of Medicine and Health Sciences,
4Charité-Universitatsmedizin -~ Berlin, sStanford — University
School of Medicine, ¢Kyoto Prefectural University of Medicine,
’Andrzej Mielecki Memorial Independent Public Clinical Hos-
pital, 8Regeneron Pharmaceuticals, Inc., °Sanofi

Introduction: Atopic dermatitis (AD) of the hands and/or
feet is often chronic, difficult to treat, and substantially im-
pacts patient quality of life. We investigated the efficacy/
safety of dupilumab in patients with hand and foot (H/F) AD
using dedicated/validated clinical and patient-reported in-
struments.

Methodology: The phase 3, randomized, double-blind
LIBERTY-AD-HAFT (NCTo4417894) trial enrolled patients 212
years with moderate-to-severe (Investigator’s Global Assess-
ment [IGA] 3/4) H/F AD. Patients were randomized to dup-
ilumab monotherapy 30omg qa2w in adults; 200/300 mg
every 2 weeks in adolescents, or placebo for 16 weeks. The
primary endpoint was IGA (H/F) o/1 score at Week 16. Safety/
tolerability was assessed.
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Results: The 133 patients enrolled were randomized to dup-
ilumab (n=67) or placebo (n=66). At Week 16, the primary
and all secondary endpoints were met. Significantly more
patients in the dupilumab vs placebo group achieved IGA o/1
(40.3% Vs 16.7%; P=0.003; primary endpoint) and 24-point
improvement in the H/F Peak Pruritus Numerical Rating Scale
(52.2% vs 13.6%; P<0.0001; a key secondary endpoint). Dupi-
lumab-treated patients experienced significant improvement
in percent change from baseline in the modified Total Lesion
Sign Score for H/F lesions vs placebo (LS mean [SE] —69.4
[5.8] vs —31.0 [5.9]; P<0.0001) and Hand Eczema Severity In-
dex (LS mean [SE] —74.8 [6.3] vs —39.9 [6.2]; P<0.0001). The
most common TEAEs (210%) of dupilumab vs placebo were
nasopharyngitis (16% vs 11%) and dermatitis atopic (5% vs
18%).

Inference: Dupilumab significantly improved signs and
symptoms in patients with H/F AD and had an acceptable
safety profile.

—
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Color-Matching Response Correlates With Repigmentation

()

and Treatment Satisfaction: Pooled Subgroup Analysis of 2
Randomized Phase 3 Studies Evaluating Ruxolitinib Cream

for the Treatment of Vitiligo

MicHAEL SeBASTIANY, KHALED EzzEDINE?, DAVID ROSMARIN3, ALBERT WOLKERSTORFER?, THIERRY PASSERON>®, MELINDA J. GOODERHAM,

Deanna Kornacki®, Haoso RENS, AmiT G. PANDYA?©

*Hautarztpraxis Mahlow, *Henri Mondor University Hospital
and Université Paris-Est Créteil Val de Marne, 3Indiana Uni-
versity School of Medicine, “Amsterdam University Medical
Center, >Centre Hospitalier Universitaire de Nice, Université
Cote d’Azur, (INSERM U1065, C3M, Université Cote d’Azur,
’SKiN Centre for Dermatology, éIncyte Corporation, °Palo Alto
Foundation Medical Group, *°University of Texas Southwest-
ern Medical Center

Introduction: Vitiligo is a chronic autoimmune disease
resulting in patches of skin depigmentation and reduced
quality of life. In 2 randomized, double-blind, vehicle-con-
trolled phase 3 studies in patients with nonsegmental vitiligo
(TRUE-V1 [NCTog4052425]; TRUE-V2 [NCTo4057573]), applica-
tion of ruxolitinib (Janus kinase [JAK]1/JAK2 inhibitor) cream
was well tolerated and resulted in substantial repigmentation
vs vehicle. Here, we present pooled analyses of color-match-
ing data among adult and adolescent patients (aged =12 y)
who were initially randomized to apply 1.5% ruxolitinib cream
twice daily in TRUE-V1/TRUE-V2.

Methodology: Post hoc analyses of available data at Weeks
24 (primary analysis cutoff) and 52 (end of study) were per-
formed to assess associations between color-matching re-

Baseline Disease Duration and Disease Stability

» «

sponse (scores of 1—3 [“excellent,” “very good,” or “good”] on
a 5-point scale) and facial Vitiligo Area Scoring Index (F-VASI),
treatment satisfaction (using the g-item Treatment Satisfac-
tion Questionnaire for Medication [TSQM-9]), and baseline
patient characteristics. Polychoric (rpc) and tetrachoric (rtet)
correlations were calculated for ordinal and binary respons-
es, respectively.

Results: At Week 52, 273/350 patients (78.0%) achieved a
color-matching response. Color-matching response correlat-
ed moderately with 275% improvement from baseline in F-VA-
SI (F-VASI7s; rtet, 0.45; P<0.0001), TSQM-9 overall satisfaction
(rpc, 0.54; P<0.0001), and TSQM-9 effectiveness (rpc, 0.65;
P<0.0001), but weakly with TSQM-9 convenience (rpc, 0.24;
P=0.0047). Patients achieved a color-matching response re-
gardless of disease duration, disease stability, previous ther-
apy, and Fitzpatrick skin type.

Conclusion: Color-matching response after ruxolitinib cream
application in patients with nonsegmental vitiligo correlated
moderately but significantly with repigmentation response
(assessed by F-VASI) and overall treatment satisfaction at
Week 52.

()

Correlations in Pooled Subgroup Analysis of 2 Randomized
Phase 3 Studies Evaluating Ruxolitinib Cream for the

Treatment of Vitiligo

ALBERT WOLKERSTORFERY, MICHAEL SEBASTIAN?, THIERRY PASSERON34, MELINDA J. GOODERHAM®, KHALED EZZEDINE®, AMIT G. PANDYAZS,

Deanna Kornacki®, HaoBo Ren®, Davip RosmARIN®

‘Amsterdam University Medical Center, *Hautarztpraxis
Mahlow, 3Centre Hospitalier Universitaire de Nice, Universi-
té Cote d’Azur, 4INSERM U1065, C3M, Université Cote d’Azur,
5SKiN Centre for Dermatology, ®Henri Mondor University Hos-
pital and Université Paris-Est Créteil Val de Marne, 7Palo Alto
Foundation Medical Group, eUniversity of Texas Southwest-
ern Medical Center, °Incyte Corporation, *°Indiana University
School of Medicine
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Introduction: Vitiligo is a chronic autoimmune disease re-
sulting in patches of skin depigmentation. In 2 randomized,
double-blind phase 3 studies in patients with nonsegmental
vitiligo (TRUE-V1 [NCTo4052425]; TRUE-V2 [NCTo4057573)),
application of ruxolitinib (Janus kinase [JAK]1/JAK2 inhibitor)
cream was well tolerated and resulted in substantial repig-
mentation vs vehicle. Here, we present pooled analyses of
baseline disease duration and disease stability data among
patients aged =12 years who were initially randomized to ap-
ply 1.5% ruxolitinib cream twice daily in TRUE-V1/TRUE-V2.
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Methodology: Post hoc analyses of available data at Weeks
24 (primary analysis cutoff) and 52 (end of study) were per-
formed to assess associations between disease duration and
stability with facial Vitiligo Area Scoring Index (F-VASI), total
VASI (T-VASI), treatment satisfaction, and prior therapy. Poly-
choric (rpc) and tetrachoric (rtet) correlations were calculated
for ordinal and binary responses, respectively.

Results: The correlation between baseline disease duration
and stability was weak but significant (rpc, —0.21; P=0.0020);
no significant correlations were observed with previous ther-
apy or treatment satisfaction. At Week 52, 176/350 patients

Comparison of mutation profiles of melanoma primary

tumors and metastases

ABSTRACTS

(50.3%) achieved 275% improvement from baseline in F-VASI
(F-VASI75) regardless of disease duration (rpc, 0.03; P=0.7108)
or stability (rtet, —0.05; P=0.5886). Similarly, 179/350 patients
(51.1%) achieved 250% improvement from baseline in T-VASI
(T-VASI50) at Week 52 independent of disease duration (rpc,
0.12; P=0.1004) or stability (rtet, 0.08; P=0.3884).

Conclusion: Disease duration correlated weakly but signifi-
cantly with disease stability in patients with nonsegmental
vitiligo. At Week 52, F-VASI75 and T-VASI5o responses after
ruxolitinib application were achieved regardless of disease
duration or stability.

Lisa MARIE LUGMAYR™2, MELANIE RAMMER®2, LEONHARD STOCKLY?, JUDITH ARVANITAKIS™?, GERALD WEBERSINKE?, HELMUT KEHRER?,
Eva MITTERMAYR?, KATHARINA PRIGLINGER?, VICTORIA PERNSTEINER?, NORBERT SEPP?

Labor fiir Molekulargenetische Diagnostik, Ordensklinikum
Linz Barmherzige Schwestern, 2Abteilung fur Dermatologie,
Ordensklinikum Linz, Elisabethinen

Melanoma is the most malignant form of skin cancer. Due to
its heterogeneity and aggressiveness, genetic characteriza-
tion of melanoma primary tumors and/or metastases in ad-
vanced stages of the disease is crucial to find an appropriate
therapy.

In this study, we investigated genetic profiles of melanoma
primary and metastatic sites. Therefore, 261 FFPE tissue sam-
ples, corresponding to 208 patients, were analyzed using
high throughput sequencing (customized AmpliSeq™ Can-
cer Hotspot v2 panel, Illumina®). Thereby, paired primary
and metastatic site samples of 32 patients were available.
The cohort included all AJCC stages and different melanoma
subtypes.

Sequencing confirmed the four most frequently altered genes
in melanoma BRAF, NRAS, TP53 and CDKN2A with 37.0%,
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26.0%, 11.8% and 20.6%, respectively. When comparing
pathogenic variants in primary lesions and metastatic sites,
these genes showed higher mutation frequencies in metas-
tases (mean=6.8%). The evaluation of paired tissue samples
demonstrated divergences in one third of all paired tissue
samples even including important driver genes like BRAF and
NRAS. Additional mutations in the metastatic site, but also
a decrease of pathogenic variants in the metastases were
found. No associations were obvious regarding diverging
mutation spectra and stage, metastatic localization or time
until metastasis. Regarding melanoma subtypes, acral mel-
anomas showed higher counts of identical mutation spectra
compared to cutaneous melanomas (p-value=0.01).

Coherent mutation patterns in acral melanoma underline
lower frequency of pathogenic variants in acral melanoma
due to less UV exposure. Results underline the presence of
subpopulations within the primary tumor and the occurrence
of additional mutational events in disease progression.

—
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Transitioning from insufficient acute therapy and

@

prophylaxis to effective disease control in HAE using

lanadelumab

CLEMENS ScHoFrLY, Lukas KocH?!, WERNER ABERER!
‘Medizinische Universitat Graz

Introduction: Hereditary angioedema is a rare genetic dis-
order causing recurrent swelling of skin and mucous mem-
branes. Besides C1-INH concentrates, androgens were used
for prophylaxis, but usage declined due to side effects and
superior alternatives. Recent pharmaceutical research has
led to effective prophylactic treatments, such as lanadelum-
ab, a monoclonal antibody blocking plasma kallikrein activi-
ty, resulting in less bradykinin generation, the primary driver
of angioedema attacks.

Methods: Our HAE clinic offers annual swelling calendars to
patients, used to record attack onset, treatment, symptom se-
verity, and time to improvement. We analyzed the calendars
and medical history of a mid-fifties male HAE patient over the
past decade and graphically present the results this poster.

Disease Control in HAE with Lanadelumab:

A Center’s Real-World Experience

CLEMENS SCHOFFL!
'Medizinische Universitat Graz

Background: In Austria, the management of hereditary an-
gioedema (HAE) has undergone substantial changes in re-
cent years. Newer, more user-friendly treatment options with
an excellent safety profile have become integral to patient
care. Among these innovations is lanadelumab, a monoclo-
nal antibody inhibiting kallikrein. Lanadelumab has been
approved in Austria in early 2019 and has demonstrated in
studies a remarkable mean attack reduction rate of 87.4% ad-
ministered every two to four weeks subcoutaniously.

Methods: We examined the swelling calendars of five HAE
patients, both before and after initiating lanadelumab treat-
ment, with the goal of presenting real-life data on attack fre-
quency and breakthrough attacks.

Results: Prior to lanadelumab, the patients recorded 844
attacks over an observation period of 7092 days, with 46 of
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Results: The patient was diagnosed with C1-INH-HAE in 1995,
with a history of 25 severe laryngeal attacks. Danazol was ini-
tiated for prophylaxis, but was discontinued in 2014 due to
side effects. Attack frequency increased and peaked at 103
attacks in 2018. Treatment was then switched to on-demand
C1-INH and icatibant, followed by long-term-prophylaxis with
lanadelumab in July 2019. A total of 599 attacks were docu-
mented from 2012 to 2022. Fig.1 displays HAE attacks man-
aged using C1-INH, icatibant, and lanadelumab, while Tab.1
presents attack traits from 2012 to 2022. No side effects have
been reported after change of treatment to lanadelumab, and
the patient reported improved quality of life and fewer sick
leaves from work.

Conclusion: New treatments for hereditary angioedema
show remarkable efficacy and safety, unlike our patient’s use
of attenuated androgens, linked to recurrent attacks and sys-
temic side effects.

these attacks (5.45%) going untreated. Lanadelumab treat-
ment resulted in a remarkable reduction of 97.39% in the to-
tal attack rate compared to their previous therapy, or-98.50%
for treated attacks.

After these patients initiated lanadelumab prophylaxis, the
total duration of prophylactic treatment spanned 4,181 days
until December 31, 2022, with lanadelumab administered
every 31.9 days on average. During this period, they expe-
rienced a total of 13 breakthrough attacks, with 4 requiring
acute treatment, while 9 resolved spontaneously without in-
tervention. The overall attack frequency was 0.09 attacks per
month, and only 0.03 attacks per month necessitated treat-
ment.

Conclusion: Real-world data from our small cohort — al-
though with a significant number of attacks and attack his-
tory — showcased impressive outcomes exceeding published

data. I
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HS3ST9 Gene Mutations in an HAE nCl1-INH Patient

CLEMENS SCHOFFL!
'Medizinische Universitdt Graz

Background: Hereditary Angioedema (HAE) is a rare genetic
disorder causing recurrent swelling in different body parts,
including the skin and mucous membranes. While most HAE
cases result from SERPING1 gene mutations affecting C1-INH
(Cainhibitor) protein, some cases are even rarer, with normal
C1-INH levels due to mutations in genes like PLG, F12, KNG1,
ANGP1, MYOF, and HS3STé6.

Methods: Traditional diagnostic criteria for HAE involve low
C1-INH and Cy4 levels. However, some patients with HAE-like
symptoms lack these markers. In 2021, we began genetic
testing for HAE subtypes with normal C1-INH levels, using
whole exome sequencing in collaboration with our Human
Genetics Institute at the Medical University of Graz, targeting
genes linked to this condition.

Results: In late 2022, a 51-year-old woman visited our an-
gioedema clinic with recurrent facial swelling, glossodynia,

Subkutane Fettgewebsnekrosen im
VIKTORIA GRUBER!, BARBARA BINDER!

"Universitatsklinik fir Dermatologie und Venerologie, Medizi-
nische Universitat Graz

Einleitung: Die subkutane Fettgewebsnekrose stellt eine sel-
tene, selbstlimitierende Pannikulitis dar, welche sich meist
innerhalb der ersten Lebenswochen bei Reif- und Spatgebo-
renen manifestiert. Es kommt zur Ausbildung plattenartiger
rotlich-livider Verhartungen, insbesondere an mechanisch
traumatisierten Regionen. Mogliche Risikofaktoren umfassen
Geburtstraumata, perinatale Asphyxie, Hypothermie, Meko-
niumaspiration sowie maternale Erkankungen (wie Praek-
lampsie, Diabetes mellitus). Die Diagnose wird meist klinisch
gestellt. In unklaren Féllen konnen eine Weichteilsonogra-
phie und eine Hautbiopsie zur Diagnosesicherung heran-
gezogen werden. Mogliche extrakutane Komplikationen wie
insbesondere Hyperkalzamie, seltener Thrombozytopenie,
Hypoglykdmie und/oder Hypertriglyceridamie miissen moni-
tiert werden. Differentialdiagnostisch ist an ein Scleroedema
neonatorum oder Battered-Child-Syndrom zu denken.

Methodik: Wir berichten (ber ein reifgeborenes Madchen
mit rotlich-lividen Hautveranderungen seit dem dritten Le-
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throat lump sensations, and gastrointestinal discomfort, oc-
curring every two weeks without hives. Extensive diagnostics
found no abnormalities. Antihistaminergic treatment and
omalizumab did not yield significant improvement, leading to
genetic testing for non-C1-INH-Hereditary Angioedema (nC1-
INH-HAE).

Genetic testing revealed mutations in the HS3ST6 (c.70GA,
p.(Ala24Thr)) and PLG (c.23560T, p.(Arg786Cys)) genes. The
detected variants are currently not sufficiently characterized
and described in the literature or international databases to
make a clear assessment of clinical relevance.

Conclusion: In summary, the discovery of two unique gene
mutations in one nC1-HAE patient is a important discovery in
uncovering the causes of the symptoms. Nevertheless, fur-
ther investigations and treatment trials are essential to fully
understand this complex case and provide the best care for

the patient.

Neugeborenenalter

benstag, welches in unserer Ambulanz fir padiatrische Der-
matologie vorgestellt wurde.

Ergebnisse: Die Patientin kam bei einer Spontangeburt kom-
plikationslos zur Welt. Bei der Mutter waren keine Grunder-
krankungen bekannt. In der dermatologischen Untersuchung
zeigten sich mehrere schmerzlose subkutane rétlich- livide
Plaques an beiden Oberarmen, am Riicken sowie sakral. Der
weitere klinische Status war unauffallig. RegelmaRige Labor-
kontrollen ergaben keine Hinweise fir extrakutane Manifes-
tationen. Die subkutanen Fettgewebsnekrosen heilten inner-
halb von zwei Monaten ohne Residuen spontan ab.

Schlussfolgerung: Obwohl die subkutane Fettgewebsne-
krose als eine gutartige, selbstlimitierende Hauterkrankung
gilt, kann sie mit schwerwiegenden extrakutanen Komplika-
tionen einhergehen. In 50 Prozent der Falle tritt eine Hyper-
kalzamie auf, welche unbehandelt lebensbedrohlich verlau-
fen kann. Regelmafige laborchemische Kontrollen sollten fur
mindestens sechs Monate durchgefiihrt werden, wobei es
meist innerhalb weniger Wochen/Monate zur spontanen Ab-
heilung der Hautveranderungen kommt. I
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I Mast cells as potential drivers of inflammation in psoriasis
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'Department of Dermatology and Venereology, Medical Uni-
versity Of Graz, 2State Hospital Klagenfurt , 3Division of Cell Bi-
ology, Histology and Embryology, Medical University of Graz,
4Institute of Allergology, Charité — Universitdatsmedizin Berlin,
SFraunhofer Institute for Translational Medicine and Pharma-
cology ITMP, Allergology and Immunology, ®Department of
Dermatology, Brigham and Women’s Hospital, Harvard Med-
ical School

Little is known about IL-17A expression in psoriasis, partic-
ularly about its modulation after treatment. Recent studies
have indicated that innate immune cells (such as mast cells
(MQ)), rather than T cells, are often IL-17A+ in IHC/IF staining
of biopsies from psoriatic skin. However, the cellular sources
of IL-17A still remain incompletely defined.

Using immunofluorescence staining, we show that high num-
bers of IL-17A+ MC persisted in resolved lesions after treat-
ment (anti-IL-17A, anti-IL-23, UVB or topical dithranol). IL-17A+

Behandlung stagnierender Wunden mit Photobio-

MCwere located in T cell clusters and often in close proximity
to resident memory T cells (TRM). MC and TRM were IL-17A+
at baseline, whereas in resolved lesions TRM were mostly
negative for IL-17A, while IL-17A+ MC persisted. CIBERSORTx
analysis of RNA-Seq data showed that activated MC were in-
creased in psoriatic skin, while resting MC were almost absent
and both returned to normal levels after dithranol treatment.
Activated memory CD4 T cells were also increased at baseline
and returned to normal levels after therapy. In situ mRNA de-
tection in combination with antibody staining revealed posi-
tive mRNA signals for IL17A, IL17F, and RORC in tryptase+MC,
showing that MC have the transcriptional machinery to ac-
tively produce IL-17. When MCisolated from human skin were
stimulated with IL-23, they responded with increased IL-17A
release (measured by ELISA). Taken together, MC expressed
RORC, IL17F, and IL17A mRNA, were activated in psoriatic le-
sional skin, and produced IL-17A, which they store long-term.
MC may be responsive to IL.-23 and might play a crucial role in
psoriasis recurrence.

@

modulationstherapie: Fallserie von 12 Patient*innen.

KATHARINA JusTICH?, PAUL GRESSENBERGER?, BARBARA BINDER?
"Univ. Klinik fir Dermatologie und Venerologie, MUG

Einleitung: Die Behandlung akuter und chronischer Wunden
stellt oftmals eine therapeutische Herausforderung dar. Trotz
kausaler und symptomatischer Therapie kann die Wunde sta-
gnieren. Eine effektive und nebenwirkungsfreie Option zur
Unterstiitzung stellt neben dem feuchten Wundmanagement
die zusatzliche Behandlung mit gepulstem kalten Rotlicht
(Photobiomodulationstherapie — PBM) dar.

Methode: In einem Zeitraum von etwa 1 Jahr wurden in unse-
rer GefaBambulanz 12 Patient*innen (6 Mdnner und 6 Frauen)
mit Ulcera unterschiedlicher Genese zusatzlich zur bisheri-
gen phasengerechten lokalen Wundtherapie — welche beibe-
halten wurde — mit gepulstem kalten Rotlicht behandelt. Das
dafir verwendete Gerat verfiigt tber 7 LED-Lampen mit einer
Wellenldnge von 620-640 nm (gepulst und fokusiert), eine
Eindringtiefe von bis zu 6 cm ins menschliche Gewebe, eine
Intensitat von 175 mW und eine Lichtenergie von 77 J/cm2.
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Alle Patient*innen wurden 2x/Woche fiir 6 Minuten bestrahlt.
Das Patient*innen Alter lag zwischen 24 und 89 Jahren; Be-
standsdauer der Wunden war zwischen 3 Wochen und mehr
als 3 Jahren.

Ergebnisse: Die Wunden von 10 Patient*innen zeigten be-
reits in der ersten Woche eine Heilungstendenz, Reduktion
der Schmerzen und heilten innerhalb von 2 Wochen bzw.
9 Monaten ab. Es gab 2 Therapie Abbriiche aufgrund fehlen-
der Compliance.

Schlussfolgerung: Gepulstes kaltes Rotlicht — sog. Photo-
biomodulation — stellt eine vielversprechende unterstit-
zende Therapiemodalitdt in der Behandlung von akuten als
auch chronischen Wunden dar. Die Ergebnisse unserer Fall-
serie konnten dies positiv unterstreichen. Die Anwendung ist
schmerzfrei, ohne Nebenwirkungen, ohne Hitzeentwicklung

und einfach in der Durchfiihrung.
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Inhibition of STAT3/5 pathway by multi-kinase inhibitor

IQDMA reduces tumor growth and outperforms
conventional phototherapeutic treatment regime in
cutaneous T cell lymphoma murine model

SapTASWA DEY*2, HELENA SORGER3, MICHAELA SCHLEDERER?, RICHARD MoRIGGL3, Lukas KENNER?, PETER WoLF

‘Department Of Dermatology, Medical University of Graz, 2De-
partment of Pathology, Medical University of Vienna, Vienna,
Austria, 2Unit of Functional Cancer Genomics, Institute of Ani-
mal Breeding and Genetics, University of Veterinary Medicine

Introduction: Cutaneous T-cell lymphoma (CTCL), particular-
ly its tumor stage mycosis fungoides (MF) subtype, poses a
significant clinical dilemma due to the limited effectiveness
of existing treatments. This study seeks to fill the void in tar-
geted therapies by investigating the inhibition of the hyper-
activated STAT3/5 pathway in CTCL.

Methodology: Utilizing a murine model with intradermally
grafted malignant T-cell lymphoma cells, we compared the
efficacy of IQDMA, a multi-kinase inhibitor, with the conven-
tional, topical psoralen+UVA (PUVA) phototherapeutic regi-
men.

Results: Our data show that IQDMA substantially reduced tu-
mor volume (p=0.0001) and was significantly more effective
than PUVA (p=0.0074). Immunohistological analysis revealed

Topical Disinfection Rebalances Impaired Cytokines in

that IQDMA treatment resulted in decreased tumor cell infiltra-
tion (p=0.03) and induced apoptosis, evidenced by elevated
cleaved-caspase-3 levels. Furthermore, IQDMA treatment led
to a significant decrease in K67+ cells (p=0.03), indicating a
reduced rate of tumor cell proliferation. A remarkable reduction
was observed in both total-STAT5 (p=0.05) and STAT3 (p=0.01)
levels of the infiltrated tumor cells. A positive correlation was
identified between total-STATs levels and tumor cell infiltration
area, confirming the role of the STAT3/5 pathway in the dis-
ease’s pathogenesis. Unlike vehicle-treated controls, IQDMA
disrupted the positive correlation between phospho-STATs
and total STATs levels. As IQDMA targets PAK-kinase, a nuclear
transporter for phospho-STATs5, we observed a compartmen-
tal shift of phospho-STATs from the nucleus to the cytoplasm
(p=0.05), corroborating our initial hypothesis.

Conclusions: This study shows IQDMA significantly outper-
forms conventional photochemotherapy PUVA in treating
CTCL, particularly tumor-stage MF, by reducing tumor volume,
inducing apoptosis, and inhibiting the STAT3/5 pathway, war-
ranting its clinical evaluation.

(@)

Polymorphic Light Eruption: Implications to Microbiota-

Dependent Immune Modulation

MaximiLIAN ZARFLY, VIJAYKUMAR PATRA?, NATALIE BorDAG?, FRANZ QUEHENBERGER?, NICOLE GOLOB-SCHWARZLY,

ALEXANDRA GUBER-WACKERNAGEL?, PETER WOLF*

'Medical University Of Graz, Departement of Dermatology and
Venerology, Research Unit for Photodermatology, ?Centre In-
ternational de Recherche en Infectiologie, Institut National
de la Santé et de la Recherche Médicale, U1111, Université
Claude Bernard Lyon, 3Medical University of Graz, Institute
for Medical Informatics, Statistics and Documentation, Graz,
4BioMedTech Graz

Polymorphic light eruption (PLE) is a recurrent skin condition
characterized by delayed-type hypersensitivity to UVR. To
elucidate the role of skin microbiota in UV-induced cytokine
responses in PLE, we conducted a randomized, placebo-con-
trolled, double-blind pilot study involving PLE patients and
healthy controls (CTRL). We assessed skin reactions, cytokine
production from suction blister fluid, and apoptotic cell gen-
eration in epidermal blister tissue in both disinfected and
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non-disinfected skin areas following single and multiple so-
lar-simulated UV exposures. Our baseline analysis utilizing
OLINK® target 96 inflammation panel revealed a distinct
impairment in the expression of 20 cytokines in PLE patients
compared to healthy controls. These cytokines are pivotal
for various immune mechanisms i.e., immune cell migration
and recruitment (CCL11, CCL23, CX3CL1, CXCL6, MCP-2, and
MCP-4), inflammatory responses (IL-7, IL-18, and IL-33) and
induction of apoptosis (TWEAK and TRAIL). Remarkably, our
intervention with topical disinfection restored this cytokine
imbalance, especially evident after multiple solar-simulated
UV exposures. Histological analysis of suction blister tissue
countered previous findings, showing no enhanced apoptot-
ic cell accumulation (mean numbertstandard deviation) per
mm epidermal length in UV-exposed PLE skin at the single
MED compared to CTRL upon disinfection (PLE, 9.2¢5.1, CTRL,
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12.5¢5.9) and placebo vehicle (saline 0.9%; PLE, 9.6£4.1, CTRL,
9.6x7). While there were no significant changes in erythema
and pigmentation upon topical disinfection and UV exposure,

Psoriasis and its impact on close relatives and partners

ABSTRACTS

our findings strongly suggest the role of skin microbiota in
UV-driven cytokine regulation in PLE. (This data have been
presented in part at the ISID meeting, May10-13, Tokyo JP). I

®

of patients — a cross-sectional questionnaire study

Karia GrossscHADLY, WoLFGANG WEGER?, THOMAS GRAIER!, WOLFGANG SALMHOFER?, ULRICH MROWIETZ?,

PeTer WoLr!

‘Department of Dermatology and Venereology Medical Uni-
versity of Graz, 2Psoriasis-Center at the Department of Derma-
tology University Medical Center Schleswig-Holstein, Campus
Kiel

Background: Psoriasis is an immune-mediated disease with
typical skin changes. Little is known about the impact of pso-
riasis on the disease burden of close relatives and partners
of those affected by the disease. The aim of this study was
to evaluate the quality of life in psoriasis patients and the
impact of disease on partners and close relatives.

Methods: We conducted a single-centre, cross-sectional
questionnaire study among psoriasis patients (recruited from
the Psoriasis Registry Austria (PsoRA)) and close relatives/
partners who attended the outpatient clinic at the Depart-
ment of Dermatology (Medical University of Graz). Patient
Family Impact Score (PFIS) was calculated from the FamilyPso
questionnaire data to establish categories of disease burden.

Real life experience of JAK-inhibitors of patients treated

at the university hospital in Graz

Results: 250 plaque-type psoriasis patients (58.4 % male
and 41.6% female) with mostly treatment-controlled disease
(mean PASI of 1.7 (SD + 3.6) and DLQI of 4.1 (SD + 6.2)) were
enrolled. Valid FamilyPso questionnaires were returned from
153 (61.2%) close relatives and partners. Correlation analy-
sis revealed a significant association between PASI and DLQ]
(r=0.512, p<0.001), PASI and PFIS (r=0.228, p=0.006), and
DLQI and PFIS (r=0.210, p=0.014). A small or larger disease
burden was detected in nearly 78.7% of the male and 77.3%
of the female relatives and partners quantified with catego-
rized PFIS.

Conclusions: The study revealed a significant impact of
patients’ psoriasis on the disease burden of close relatives
and partners, depending on the severity of PASI and extent
of quality of life disruption in patients. (This data have been
presented at the ISID meeting, May10-13, Tokyo JP).

MARGARETA JOHANNA RIEGLER, URBAN CERPES, FRANZ LEGAT, RAINER HOFMANN-WELLENHOF

*Medical University Of Graz

Introduction: Atopic dermatitis (AD) is one of the most com-
mon chronic inflammatory skin diseases. For some years JAK-
inhibitors have been used for the treatment of AD. However,
real life clinical data of these drugs is still limited.

Patients and methods: Data was analyzed retrospectively
from a total of 28 patients (IGA > 3) treated with Baricitinib
(n=14) or Upadacitinib (n=13) at our clinic. Severity of AD, life
quality and pruritus were assessed.
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Results: In both groups an improvement of AD, DLQI and
peak pruritus were observed. In Baricitinib group IGA decrea-
sed from 3,0 + 0.9 (baseline; meanssd) to 1.9 +0.9 (week 4)
and 1.9 +1.3 (week 12). In Upadacitinib group 3.7 0.5 (base-
line), 2.1 0.7 (week 4) and 2.0 +1.2 (week 12) was observed.

In the Baricitinib group DLQI decreased from 17.7+6.2 (base-
line) to 3.9 +2.4(week 4) and was rising again to 8.6 7.6
(week 12). In Upadacitinib group DLQI at baseline was 11.6
(¢8.2) and improved to 1.4 +2.1 (week 4) and stayed constant
until week 12.
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4 of the patients (2 in each group) had to discontinue therapy
due to side effects and 6 stopped due to worsening of AD
(1in Upadacitinib, 5 in Baricitinib).

Overview and Characterization of Syphilis Cases in Vienna

between 2018 and 2023

Conclusion: Both drugs showed an improvement in different
parameters of AD. In our data a trend towards lower values for
interference with quality of life in patients treated with Upa-
dacitinib could be observed. Further investigations should be
made to gather a bigger sample size of real-world data. I

@

CEREN SERT?, KATHARINA SCHWARZ, LisA WERDERITSCH, GUDRUN HEIDLER, CLAUDIA HELLER-VITOUCH, ANGELIKA STARY

‘Outpatients Centre for Diagnosis of Infectious Venero-Der-
matological Diseases

Introduction: Syphilis is a systemic sexually transmitted in-
fection (STI) caused by the spirochaete Treponema pallidum
and can progress into different clinical stages. The aim of this
evaluation was to investigate and characterize the number
of patients diagnosed with syphilitic infection from January
2018 to June 2023.

Methods: Patients with suspicious syphilitic infection or af-
ter risky sexual contact were referred to the Outpatients Cen-
tre and evaluated regarding gender, symptoms, and probable
previous contact with syphilis. Serology (VDRL, TPPA, IgM)
and laboratory diagnostics were performed by darkfield mi-
croscopy of smear material of suspected chancres to detect
T. pallidum.

LIBERO VISIBLE: Disease Characteristics of Patients with

Results: In total, 382 (4.6%) out of 8430 screened patients
had a syphilitic infection. The majority of patients was male
(94%, n=359). 48.2% (n=184) of patients tested positive for
the latent stage of the infection, 26.7% (n=102) were in the
primary stage of syphilis with positive serology, but without
symptoms. 173% (n=66) suffered from primary syphilis with
symptoms, mainly painless ulcers. Secondary syphilis was
diagnosed in 79% (h=30) of patients. During the Covid-19
pandemic a decrease of syphilis cases was observed, notably
during the first lockdown in March 2020 only 7 patients had
a syphilitic infection. The initial phase of the pandemic was
followed by a rise of 42.6% (2020 vs. 2022) in syphilis cases.

Conclusion: Despite the availability of diagnostic methods
and treatment options, syphilis remains a public health issue.
The increase of cases, especially in male patients, highlights
the importance of safe sex and regular STD screenings in-
cluding syphilis.

Visible and/or Stigmatizing Psoriasis Lesions and Impact

on Quality of Life

RaLpH M. voN Kieprowski?, ANDREAS KLEINHEINZ?, MARLENE GASSNER3, MATTHIAS AUGUSTINA

‘Medical Study & Service Selters GmbH, 2Elbe Hospital Bux-
tehude, 3LEO Pharma GmbH, “German Center for Health Ser-
vices Research in Dermatology (CVderm), Institute for Health
Services Research in Dermatology and Nursing (IVDP), Uni-
versity Medical Center Hamburg-Eppendorf (UKE)

Introduction: Stigmatization is one of the key challenges for
patients with psoriasis, but only limited real world evidence
is available.

Materialand Methods: LIBERO VISIBLE is a German, prospec-

tive, multicenter, open-label, single-arm, observational, 60
weeks, non-interventional study (NIS) on brodalumab 210 mg
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in patients with stigmatizing and/or visible psoriasis lesions.
In this interim analysis we describe baseline characteristics of
patients with different stigmatizing and/or visible lesions.

Results: 490 patients (61.4% male, mean age 47.0 + 153
years, mean weight 88.2 + 20.9 kg, disease duration 15.6 =
13.3 years) were included in the interim analyses. At base-
line mean affected Body Surface Area (BSA) was 21.2 153 %
and mean Psoriasis Area Severity Index (PASI) 15.9 + 10. The
majority of patients suffered from scalp psoriasis (79.4%),
46.9% from facial psoriasis and 46.7% from genital psoria-
sis, followed by fingernails (40.2%), toenails (29.6%), palms
(24.3%) and soles (17.4%). The main clinical symptom be-
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sides plaques was itch (86.5%), in particular in patients with
genital psoriasis (92.1%). Mean Dermatological Life Quality
Index (DLQI) was 13.3 £ 7.7 with 18.7% of patients presenting
a DLQI» 10, indicating a strong impact on patients” quality of
life. The strongest impact on quality of life was seen in face,
genital and palmoplantar psoriasis.

LIBERO VISIBLE: 12 Week Effectiveness of Brodalumab in

ABSTRACTS

Conclusion: LIBERO VISIBLE is the largest, prospective NIS
in psoriasis patients with visible and/or stigmatizing mani-
festations. Baseline characteristics reveal that patients often
suffer from psoriasis in different localizations and that visible
and/or stigmatizing manifestations strongly impact quality of
life.

Patients with Visible and/or Stigmatizing Psoriasis Lesions

MATTHIAS AUGUSTIN®, ANDREAS KLEINHEINZ2, MARLENE GASSNER3, RALPH M. voN KIEDROWSKI4

‘German Center for Health Services Research in Dermatology
(Cvderm), Institute for Health Services Research in Derma-
tology and Nursing (IVDP), University Medical Center Ham-
burg-Eppendorf (UKE), 2Elbe Hospital Buxtehude, 3LEO Phar-
ma GmbH, “Medical Study & Service Selters GmbH

Introduction: Patients with psoriasis often experience stig-
matization based on the visibility or localization of their
plagues. So far, only limited real world evidence has been
available on effectiveness of treatments in those patients.

Material and Methods: LIBERO VISIBLE is a German, pro-
spective, multicenter, open-label, single-arm, observational,
60 weeks, non-interventional study on brodalumab 210 mg
in patients with stigmatizing and/or visible psoriasis lesions.
In this interim analysis we describe the efficacy of brodalum-
ab 210 mg after about 2, 4 and 12 W in patients with stigma-
tizing or visible lesions in different localizations.

First results of a non-interventional observational study to

Results: 490 patients (61.4% male, mean age 47.0 * 153
years) were included in the interim analyses. At baseline
mean Psoriasis Area Severity Index (PASI) was 15.9 + 10.9. The
majority of patients (70.2%) were treated with conventional
systemic or UV therapy in the past and 22.5% with previous
biologic therapy. Mean overall PASI was reduced from 15.9 to
8.6 at ~W2 and further improved to 3.1 at ~W12. Rapid and
high response with mean improvement rates between 42.7 to
62.4% at ~W2 and 72.1to 87.4% at ~W12 was shown with val-
idated, area specific disease severity scores for scalp, face,
genital and palmoplantar psoriasis. In nail psoriasis improve-
ment between 42.0 to 54.3% at ~W12 was observed.

Conclusion: LIBERO VISIBLE confirms the fast onset and the
high clearance rates in patients with visible and/or stigmatiz-
ing lesions treated with brodalumab 210 mg, which has been
seen in phase 3 studies and in daily practice for the general
psoriasis patient population.

investigate the effectiveness of Brodalumab on difficult-to-
treat body regions in everyday clinical practice — ODIN

ANDREAS PINTER?, ANKE KONIG?, ISABEL HAFERLAND?, KONSTANTIN HALLMANN?, ANN-CHRISTINA FOLDENAUER?, CHRISTINE MOESER?,

MirIAM SATLER3, TANJA ROSSMANITH?

‘University Hospital Frankfurt, 2Fraunhofer ITMP Frankfurt,
3LEO Pharma GmbH

Introduction: Brodalumab is approved for the treatment of
moderate to severe plaque psoriasis (PsO) in adults. The rap-
id onset of action and high PASI clearance have already been
proven in multiple clinical studies. However, multi centric
data on the effectiveness of difficult-to-treat areas, especially
in a real world setting, are scarce.

Materials & Methods: In a non-interventional study (ODIN)
a total of 9 centers included patients who were treated with
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Brodalumab in everyday clinical practice over a period of
60 weeks. The co-primary endpoints were PSSI75 at week 12
and/or NAPSI75 at week 24. Secondary endpoints included
general skin improvement and patient satisfaction.

Results: A total of 87 patients were screened and enrolled.
90.3% of patients achieved NAPSI75 by week 24. PSSl75 was
achieved by 93.5% of patients at week 12. Both PSSI75 and
NAPSI75 were achieved by 87.1% of all 62 patients after 24
weeks of therapy. Mean BSA improved from 14% at baseline
to 1.5% at week 12 and 1.0% at week 24. IGA improved from
baseline 3.1 to 1.1 at week 12 and 1.0 at week 24. Mean DLQI
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at baseline was 16 and decreased to 2 at week 12 and to 1
at week 24. PHQg improved markedly from 5 at baseline to

1.5 and 2 after week 12 and 24 — reflecting no indication of

depression. Brodalumab was well tolerated.

Baricitinib outcomes on atopic dermatitis lesion locations:

Conclusion: In the ODIN study, the positive effect of Broda-
lumab on difficult-to-treat areas, especially scalp psoriasis
and nail involvement, was clearly shown.

)

Results from a cross-sectional patient survey in France,

Germany and the United Kingdom

ANDREAS PINTER, ZIAD REGUIAI, THOMAS WERFEL, ANDREA SCHLOBE, ANASTASIA LAMPROPOULOU, SUSANNE GROND, MATTHIAS AUGUSTIN,

ANDREW PiNK, CHRISTIAN BERGMAYR (NON-AUTHOR PRESENTER)

‘Department of Dermatology, Venerology and Allergology,
Universitatsklinikum Frankfurt, 2Service de Dermatologie,
Polyclinique Courlancy-Bezannes, 2Department of Dermatol-
ogy and Allergy, Hannover Medical School, “Eli Lilly and Com-
pany, °Institute for Health Services Research in Dermatology
and Nursing, University Medical Center Hamburg-Eppendorf,
°St. John’s Institute of Dermatology, Guy’s and St Thomas’
NHS Foundation Trust, 7Eli Lilly GmbH

Introduction: This survey aims to assess which body areas
affected by atopic dermatitis (AD) are most bothersome for
patients and to understand patients’ perspectives on impact
of baricitinib (BARI) treatment on lesion involvement in a re-
al-world clinical setting.

Materials & Methods: Adults (=18 years) with moder-
ate-to-severe AD treated with BARI in routine clinical practice
for =4 weeks in France, Germany, and the United Kingdom
were invited to participate in the survey by their treating der-
matologist.

Patient Reported Outcomes for Scalp, Eyebrow and Eyelash

Results: The survey was completed by 170 patients. At BARI
initiation, all patients reported experiencing AD symptoms on
21 body location with 4%, 49% and 47% on 1, 2-3 and 4-6
body locations, respectively; most commonly on the arms/
legs (85%; excludes hands/feet), trunk (74%), hands (71%)
and head/neck (62%; includes scalp, face and neck). Of
these body areas, head/ neck area was reported as the sin-
gle most bothersome (36%). At survey completion, 11%, 26%,
52% and 10% of respondents reported AD on none, 1, 2-3 and
4-6 body locations, respectively. Patients reported AD symp-
toms on the arms/legs (59%), trunk (44%) and head/neck
area (29%). Of those reporting AD on head/ neck at BARI
initiation (n=106), 54% (n=57) experienced clearance while
on BARI, most of whom (96%) were satisfied (n=39[68%]) or
very satisfied (n=16[28%]) with their treatment.

Conclusion: Adult patients who participated in this survey
reported the head and neck area as the single most both-
ersome body area for their AD. By survey completion, AD
symptoms were reported on fewer body areas than at BARI
initiation.

®

hair loss in Patients with Severe Alopecia Areata Treated
with Baricitinib: Week104 Results from Two Phase-3

Clinical-Trials

BRETT KinG, ARASH MosTaGHIMI, MANABU OHYAMA, MARYANNE SENNA, YVES DuTrRONC, GUANGLE! YU, CHUNYUAN Liu, MwaNG MURAGE,

RODNEY SINCLAIR, CHRISTIAN BERGMAYR (NON-AUTHOR PRESENTER)

Yale School of Medicine, 2Brigham & Women’s Hospital, Har-
vard Medical School, 3Department of Dermatology, Kyorin
University Faculty of Medicine, 4Lahey Hospital and Medical
Center,sEli Lilly and Company, ¢Tigermed-BDM Inc.,,’Universi-
ty of Melbourne, ®Eli Lilly GmbH
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Introduction: Here we report improvements in scalp hair,
eyebrow (EB), and eyelash (EL) as reported by patients
with severe alopecia areata (AA) treated with baricitinib for
104 weeks.
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Methods: Data were pooled from Phase 3 BRAVE-AA1 and
BRAVE-AA2 trials. Patients with baseline (BL) severe AA (Se-
verity of Alopecia Tool (SALT) score= 250), were randomized
(3:2:2) to receive once daily baricitinib 4mg, 2mg or placebo,
respectively. The Scalp Hair Assessment PROTM and the PRO
measure for EBTM and ELTM were used to assess treatment
benefits.

Results: There were, respectively, 65 and 129 patients from
baricitinib 2mg and 4mg groups who were responders (SALT
score <20) at Week (W)52.

From Ws52-104, the proportion of patients with a reported
scalp hair response was 72-81% for 2mg-and 86-90% for
4mg-treated patients.

Injection Experience Satisfaction with a New, Citrate-Free

ABSTRACTS

During the same period, the proportion of patients with
a reported EB response increased from 56% to 67% for
2mg-treated patients and from 64% to 75% for 4mg-treated
patients. The proportion of patients with a EL response also
increased from 52% to 70%, and 56% to 74% for 2mg and
4mg-treatment, respectively.

By Week 104, proportion of W52 responders having full EB
(PRO EB=0) or full EL (PRO EL=0) was 57% and 60% with 2mg
and 62% and 66% with 4mg.

Conclusion: PRO data provide further evidence of patients’
benefit of treatment of severe AA with baricitinib. The cumu-
lative improvements of EB and EL support previous observa-
tions that long treatment periods may be needed to achieve
full benefit of these hair-bearing sites.

©,

Formulation of Ixekizumab in the United States Customer

Support Program

SANJAY CHABRA, JULIE BIRT, ReBECCA BoLcE, JeFFReY Lisse, WiLLiam N. MALATESTINIC, BAOJIN ZHU, Miriam KimeL, JutiE McCorRMACK,
Marissa Steran, W. CHAD CRAGUN, CHRISTIAN MACHACEK (NON-AUTHOR PRESENTER)

Texas Arthritis Center, 2Eli Lilly and Company, 3Evidera, “Der-
matology San Antonio, *Eli Lilly GmbH

Objective: To evaluate satisfaction with the first injection ex-
perience of citrate-free ixekizumab in a real-world study.

Methods: Adults enrolled in the Lilly Ixekizumab US Custom-
er Support Program, receiving either original ixekizumab for
<1 year or initiating citrate-free ixekizumab for <1 month for
psoriasis, psoriatic arthritis, or axial spondyloarthritis were
included in the study.

Results: 451 patients were included in the analysis. Most
patients were white (85.4%), had psoriasis and/or psoriatic
arthritis (91.8%), (mean age: 45.3 years). Significantly more
patients were “very” or “somewhat satisfied” with their first
citrate-free ixekizumab injection experience than original ix-
ekizumab (83.9% vs. 71.7% respectively; p=0.0001). Patients
receiving original ixekizumab that were “very” or “somewhat
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satisfied” with their first injection did not differ by treatment
duration: <1 month (N=40, 70.0%), 2-5 months (N=151,
70.2%), and 6-12 months (N=170, 73.5%) (p=0.7768). 93.9%
and 93.4% of patients who switched from original ixekizum-
ab were “definitely” or “mostly willing” to continue using ci-
trate-free ixekizumab and recommend it to a friend or family
member, respectively. 94.2% of patients who switched from
original to citrate-free ixekizumab preferred citrate-free ixeki-
zumab or had no preference. 74.5% of patients not previously
exposed to ixekizumab were “very” or “somewhat satisfied”
with their first citrate-free ixekizumab injection experience
and 94.5% were “definitely” or “mostly willing” to continue
using citrate-free ixekizumab.

Conclusion: Citrate-free ixekizumab was preferred and
well accepted by most patients who switched from original
ixekizumab, they were satisfied with their first injection ex-
perience, were willing to continue using and recommend to
others, and preferred the new formulation. I
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New therapeutic strategy to control Psoriasis by inhibiting

()

Eukaryotic translation initiation factor 4E (elF4E)

CHIARA REINPRECHT?, JOHANNES PiLic!, AzeLma VReBo?, PETER WoLF*2, NicoLE GOLOB-SCHWARZL!

‘Department of Dermatology and Venereology, Medical Uni-
versity of Graz, 2BioTechMed Graz

Introduction: Psoriasis is a chronic, immune-mediated in-
flammatory skin disease characterized by overexpression
of elF4E. In the initiation of translation, elF4E plays a central
role by binding to the 5’-m7G cap and is therefore critical for
cell progression through the cell cycle. The elF4E polypeptide
is considered to be the rate-limiting component of the eu-
karyotic translational apparatus and is involved in the mR-
NA-ribosome binding step of eukaryotic protein synthesis.
We hypothesized that targeting elF4E would result in lower
expression in psoriasis lesions, which should be reflected at
protein and mRNA levels.

‘Tinea Genitalis” in Men who have Sex with Men:

Methodology: In our study, a keratinocyte cell line was
treated with a new elF4E inhibitor. The mRNA and protein ex-
pression levels of elF4E, elF4A, elF4G, and proinflammatory
cytokines (e.g. IL -17, IL -22, IL-1b, TNF-a) were analyzed by
quantitative real-time polymerase chain reaction (gRT-PCR)
and Western blotting.

Results: Inhibition of elF4E in HaCaT cells resulted in a sig-
nificant decrease in mRNA and protein levels of elF4E and its
associated partners elF4G and elF4A. In particular, there was
a remarkable decrease in proinflammatory cytokines IL -17, IL
-22, IL-1b and keratinocyte markers such as S100A8 and FLG,
which play an important role in the pathogenesis of psoriasis.

Conclusion: Direct targeting of elF4E opens a variety of new
possibilities for effective treatment of severe psoriatic lesions. I
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An Emerging Sexually Acquired Dermatophyte Infections

Davip CHromY?, ANTHEA-MARGAUX OsMERS?, WoLFGANG MicHAEL BAUER?, VERONIQUE Touzeau-ROEMER?, CARINA BORST?,
STeFAN ESSER?, WoLFGANG WENINGER?, BIRGIT WILLINGER®, KATHARINA GRABMEIER- PFISTERSHAMMER!

‘Department of Dermatology, Medical University of Vienna,
?Department of Dermatology and Venereology, University
Hospital Essen, University Duisburg-Essen, 3Division of Clin-
ical Microbiology, Department of Laboratory Medicine, Medi-
cal University of Vienna

Introduction: Men who have sex with men (MSM) are
over-proportionally affected by sexually transmitted infec-
tions (STI). The recent outbreak of Mpox among MSM high-
lights this population’s vulnerability to an extended spectrum
of infections. Tinea is commonly passed on between individ-
uals as smear infection, yet data on tinea among MSM is
scarce.

Methods: To investigate dermatophyte infections and the
linkage to sexual activity, all positive mycological tests be-
tween 01/2014-03/2022 at the HIV/STI-clinic, Medical Uni-
versity of Vienna were analyzed. Details on course of disease
and patient characteristics were collected.

Results: \We identified 973 positive mycological tests: 3%(26/973)

were dermatophyte infections, 93%(909/973) yeast and
4%(45/973) undetermined. Sixty-five percent (17/26) of der-
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matophyte infections (N=16 Trichophyton sp., N=1 Microspo-
rum canis) affected MSM in the genital (58%,10/17), inguinal
(12%,2/17), pubic (18%,3/17) or perioral (12%,2/17) region
and were considered ‘tinea genitalis’. All MSM reported re-
cent sexual encounters. Notably, 59%(10/17) of tinea genital-
is cases occurred between 01/2020-03/2022. The remaining
nine dermatophyte infections affected the trunk or capillitium
and could not be linked to sexual activities.

Individuals with tinea genitalis were either HIV+ (65%,11/17)
or HIV pre-exposure prophylaxis-users (35%,6/17). All re-
ceived topical treatment, however, six cases required system-
ic treatment (range 4-134 days). Concomitant infections with
syphilis, gonorrhea, and chlamydia were found in 12%(2/17),
18%(3/17), and 12%(2/17), respectively.

Conclusion: We observed several cases of tinea genitalis
among sexually active MSM, suggesting transmission via sex-
ual intercourse. Thus, tinea genitalis should be considered in
MSM presenting with typical skin lesions to enable treatment
and prevent further transmission of this potentially severe

infection.
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Optical coherence tomography angiography enables

ABSTRACTS

visualization of microvascular patterns in chronic venous

insufficiency

Juuia DEINSBERGER!, GIuLIA RoTunNO?, MENGYANG Liu3, BENEDIKT WEBER!

‘Department of Dermatology, Medical University of Vienna,
2Department of Electronics and Telecommunications, Po-
litecnico di Torino, 2Center for Medical Physics and Biomed-
ical Engineering, Medical University of Vienna

Introduction: Valvular dysfunction in chronic venous in-
sufficiency (CVI) can affect veins with diameters as small as
10oum, which has shed light on the etiology of skin alter-
ations in individuals with minor insufficiency of truncal veins.
While Doppler sonography provides hemodynamic informa-
tion on larger vessels, it lacks the ability to visualize structural
changes on a capillary level. Optical coherence tomography
angiography (OCTA) may close this diagnostic gap providing
a non-invasive, high resolution, and volumetric imaging ap-
proach to investigate the cutaneous vasculature.

Methods: Participants with CVI encompassing all CEAP C
stages and healthy controls were recruited. Specially de-
signed OCTA technology was employed for high-resolution
imaging up to 1 mm below the skin surface. Following micro-
vasculature extraction, artifact removal, and feature analysis,

Retrospektive Einzelfallberichte Uber die Behandlung von

parameters including vessel radius, vascular density, frag-
ment count, and tortuosity were evaluated.

Results: Incorporating 53 CVI patients and 13 healthy con-
trols, this study revealed significant qualitative and quantita-
tive variations in microangiographic patterns. Telangiectasias
and corona phlebectatica displayed notably larger vessel ra-
dii compared to controls. Vascular fragmentation increased
from Co to Cs, potentially indicating a decline in capillary
density with CVI progression. Conversely, venous leg ulcers
demonstrated augmented vascular density. Additionally,
computed tortuosity measures progressively increased from
Cy4 to C6.

Conclusion: This study provides crucial insights into cutane-
ous microvasculature changes in CVI patients applying OCTA,
elucidating distinct vascular patterns across different stages.
These findings offer a visual foundation for understanding
disease progression. Micro-imaging techniques hold promise
in identifying patients at risk for CVl-associated skin changes,
ulcer formations, and enabling targeted early interventions. I

)

Patienten mit fortgeschrittenem BRAFV600-mutiertem
malignen Melanom mit Encorafenib plus Binimetinib

(REMI-NISCENCE): Fokus auf Patienten mit Hirnmetastasen

PeTER MicHAEL RoHRER?, DIrk DeBUS?, CAROLIN GROTE3, KATHARINA C. KAHLER3, Lukas KocH!, FRANK REICHENBACH#, PATRICK TERHEYDENS,

Van ANH NGUYEN®

‘Medizinische Universitat Graz, Universitatsklinik fir Derma-
tologie & Venerologie, *Klinikum Nurnberg, Klinik fiir Der-
matologie, Universitatsklinik der Paracelsus Medizinischen
Privatuniversitat, 3Universitatsklinikum Schleswig-Holstein,
Campus Kiel,Klinik fur Dermatologie, Venerologie und Aller-
gologie, 4Pierre Fabre Pharma GmbH, sUniversitatsklinikum
Schleswig-Holstein, Campus Libeck,Klinik fir Dermatologie,
Venerologie und Allergologie, ®Medizinische Universitat Inns-
bruck, ®Universitatsklinik fir Dermatologie, Venerologie &
Allergologie

Hintergrund: Eine Herausforderung in der Therapie des fort-
geschrittenen, BRAF V6oo-mutierten Melanoms besteht in
der Definition einer individualisierten Therapiesequenz hin-
sichtlich zielgerichteter und Immuntherapien. Im retrospekti-
ven Fallberichtsprojekt REMINISCENCE wurden beispielhafte
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Einzelfallberichte mit Therapieverlaufen wahrend/nach Kom-
binationstherapie mit Encorafenib und Binimetinib (EB) als
Grundlage fir wissenschaftliche Diskussionen und Schulun-
gen gesammelt.

Methoden: Falle Erwachsener mit lokal fortgeschrittenem
oder metastasiertem, BRAF V6oo-mutiertem Melanom und
laufender/abgeschlossener EB-Therapie in unterschiedlicher
Therapieline wurden retrospektiv in standardisierten Fallbe-
richtshdgen dokumentiert.

Ergebnisse: Insgesamt wurden 17 Patientinnen aus 5 Zent-
ren (D, AT) dokumentiert (07/2020-02/2022). Die finf doku-
mentierten Falle mit Hirnmetastasen werden vorgestellt inkl.
Patienten-/Behandlungsprofilen, Ansprechen und Sicherheit:
1) mannlich, 60 Jahre (J), Progress nach langer Remission, EB
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in Erstlinie (bestes Ansprechen [BA]: anhaltende partielle Re-
mission [PR] nach toxizitatsbedingtem EB-Therapieabbruch
nach 0,6 J); 2) mannlich, 53 J, multiple Metastasen und kom-
plexe Vortherapien, EB in spater Therapielinie und begleiten-
de ZNS-Bestrahlung/Operation (Therapiedauer zum Cutoff
[TC]: 1,4 J; BA: PR); 3) mannlich, 75 J, hohe Tumorlast (S100
und LDH erhoht), multiple Metastasen, EB in Erstlinie nach
vorangegangener Stereotaxie (TC: 0,3 J; BA: PR); 4) weiblich,
82 J, schlechte Prognose (LDH erhoht, Autoimmunerkran-
kung), EB in Erstlinie nach Resektion und Stereotaxie mit

elF4E: A New Potential Diagnostic Tool for

Mycosis Fungoides

addquater Vertraglichkeit (TC: 1 J; BA: PR); 5) méannlich, 59 |,
kardiovaskulare Begleiterkrankungen, multiple Metastasen,
Zweitlinientherapie mit EB nach vorangegangenem Progress
unter Checkpoint-Inhibitoren (TC: 1,3 J).

Schlussfolgerung: Die Darstellung der klinisch relevanten
Therapieeffekte einer EB-Therapie bei Hirnmetastasen tragt
zur Diskussion eines optimalen Managements dieser Patien-
tenpopulation bei, die hdufig aus Studien ausgeschlossen
wird. Sponsor: Pierre Fabre, Erstpublikation: EADO 2023 I

NicoLE GoLoB-ScHWARZLY, ISABELLA PERCHTHALER?, LORENZO CERRONI, FRANZ J. LEGAT!

Universitatsklinik fir Dermatologie und Venerologie, Mediz-
inische Universitat Graz

Background: Parapsoriasis is a rare inflammatory skin dis-
ease that can develop into overt cutaneous lymphoma, most
commonly Mycosis fungoides (MF), and it is very difficult to
distinguish between these two conditions. MF inflammation
is also associated with overexpression of eukaryotic trans-
lation initiation factors (elFs), which critically regulate gene
expression in many important cellular processes, including
proliferation, apoptosis, and differentiation. However, the
relationship between overexpression of elF4E and MF is
unknown. Here, we investigated the role of elFs, especially
elF4E, as a diagnostic target of parapsoriasis and MF.

Methods: In this translational observational study, 15 par-
affin-embedded human MF and parapsoriasis samples and
frozen MF samples were analyzed. Levels of proinflammatory

I Therapie-Update Skabies

DAMIAN MEYERSBURG
‘Landeskrankenhaus Salzburg/ PMU/ Abt. f. Dermatologie

Einleitung: Seit 2015 sehen wir einen deutlichen Anstieg
von Skabies-Fallen. Zeitgleich mehren sich europaweit Be-
richte von Therapieversagen nach Anwendung der bis 2019
einzigen in Osterreich zugelassenen Lokaltherapie mit Per-
methrin.
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cytokines IL -4, IL -5, IL -13, IL -22, IL -23, IL -31, and transcrip-
tion factors STAT3, STATs, and elF4E were analyzed by immu-
nohistochemistry and gqRT-PCR.

Results: Overexpression of elF4E was observed in MF pa-
tients, whereas no change in expression was detected in
samples from parapsoriasis patients. elF4E overexpression
in MF patients was associated with higher cell proliferation
(Ki-67) and higher levels of proinflammatory cytokines (e.g.,
IL-4,IL-5,IL-13, IL-22, IL-23, IL -31) and transcription factors
(e.g., STAT3 and STATs).

Conclusion: These results indicate an imbalance in transla-
tion and highlight the crucial role of elF4E in the pathophysi-
ology of MF. This work potentially opens new avenues in the
diagnosis of inflammatory skin diseases by using elF4E as
a new diagnostic or prognostic tool to distinguish between

parapsoriasis and MF. I

Methodik: In 3 klinischen Studien wurde in der Universitats-
Hautklinik Salzburg die Wirksamkeit der verfiigharen Antiska-
biosa untersucht.

Ergebnisse: In der ersten klinischen Studie (2019) fanden
wir eine Wirksamkeit nach zweimaliger Anwendung (Tag o
und 7; Gruppe A) der 5%-Permethrin-Creme von lediglich
30%. Diese konnte nicht weiter verbessert werden, wenn zu-
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dem téglich tber 7 Tage die betroffenen Hauptlokalisationen
(Hande und/oder FiiRe, genital) behandelt wurden (Gruppe
B) bzw. eine Therapiewiederholung in Woche 3 erfolgte.

In der zweiten Studie (2021) verglichen wir die head-to-head
Wirksamkeit von Benzylbenzoat gegen Ivermectin bei 224
Probanden was in einer Heilungsrate von 87% bzw. 86%
resultierte. Eine Therapiewiederholung (nach Therapieversa-
gen) mit dem gleichen Therapeutikum fiihrt in nahezu allen
Fallen zum Therapieerfolg.

Retrospektive Auswertung der Risikofaktoren von

ABSTRACTS

In der letzten randomisiert doppelblinden Studie (2023) bei
110 Probanden konnte beim direkten Vergleich von Perme-
thrin vs. Benzylbenzoat eine Wirksamkeit von 27% zu 87%
demonstiert werden. Damit waren die Ergebnisse im Einklang
mit den Wirksamkeitsdaten der vorhergehenden Studien,
was die Validitat der Daten insgesamt untermauert.

Schlussfolgerung: Topisches Permethrin zeigt einen anhal-
tenden Wirkverlust, wahrend topisches Benzylbenzoat bzw.
Ivermectin ein sehr gutes Ansprechen aufweisen. Letztere Mit-
tel bieten sich daher als first-line Therapeutika. Die Ergebnisse
sollten Beriicksichtigung beim Leitlinien-Update finden. I

Patientinnen und Patienten der Ambulanz fur melanozytare
Navi am LKH Graz in den Jahren 2006-2019

NINA-KRISTIN HABERHOFER?, RAINER HOFMANN-WELLENHOF, TERESA KRANKE!

'Abteilung fur Dermatologie und Venerologie der Universi-
tatsklinik

Einleitung: Eine der Hauptursachen fir die Entstehung von
Melanomen ist die langanhaltende, wiederholte Exposition
gegeniber UV-Strahlung. Personen mit tiber 100 N&vi, einer
Melanom-Vorgeschichte oder familidrer Vorbelastung haben
ein erhhtes Risiko.

Methodik: Untersucht wurde die Verbindung zwischen be-
stimmten Risikofaktoren und der Entstehung von Melanomen
bei Patienten der Ambulanz fir melanozytdre Navi an der
Universitatsklinik fir Dermatologie am LKH Graz. Die Daten
wurden aus Fragebdgen, welche von Patienten und in dieser
Ambulanz titigen Arzten ausgefiillt wurden, gewonnen und
retrospektiv ausgewertet. Die Studienteilnehmer waren Pati-
enten, die zwischen 2006 und 2019 in der dermatologischen
Ambulanz fir melanozytdre Navi behandelt wurden. Die Stu-
dienpopulation wurde in zwei Gruppen unterteilt: Patienten
mit und ohne Vorgeschichte von zumindest einem Melanom.

Ergebnisse: Die Studienteilnehmer setzten sich aus 2164
Personen mit einem Durchschnittsalter von 39,4Jahren zu-
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sammen. Von ihnen hatten 1935 bisher kein Melanom entwi-
ckelt, wahrend 229 eine Melanom-Vorgeschichte aufwiesen.

Die Anzahl der Navi zeigte, mit einem Korrelationskoeffizien-
tenvon 0,93, einen signifikanten Zusammenhang mit der Ent-
wicklung von Melanomen.

Uberraschenderweise stieg die Anzahl der Patienten ohne
Melanom mit zunehmender Sonnenexposition. In der Gruppe
mit gelegentlicher Sonnenexposition hatten 38% der Patien-
ten kein Melanom, wahrend es in der Gruppe mit haufiger
Sonnenexposition 55% waren. Die Anzahl der Sonnenbréande
im Leben war ebenfalls relevant: Die Rate der Patienten ohne
Melanom sank von 30% bei 1-5 Sonnenbranden auf 16% bei
mehr als 20 Sonnenbranden.

Diskussion: Diese Studie bestatigte einige bekannte Risiko-
faktoren fiir Melanome, darunter die Anzahl der Navi bei Ver-
wandten ersten Grades als erhdhtes Risiko. Solariumbesuche
konnten jedoch in unserer Patientengruppe nicht als Risiko-
faktor bestatigt werden.

—
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COVID-19 vaccines: anaphylaxis and anxiety —

ABSTRACTS

()

an experience report from an allergy unit

ANDREA TEUFELBERGER?, ANDRADA-RENATA DAN?, LINDA IRMLERY, PETER WOLF!, BIRGER KRANKE®

Derpartment of Dermatology and Venereology, Medical Uni-
versity of Graz

Introduction: Vaccination against SARS-Cov-2 was one cru-
cial element to overcome the corona-pandemic. Even though
anaphylaxis to vaccines is rare, 47 patients came to the Al-
lergy Unit at the University Hospital Graz, Austria, reporting
symptoms of anaphylactic reactions immediately after ad-
ministration of COVID-19 vaccines. In addition, 29 patients,
who had previously experienced anaphylaxis against drugs,
wanted to be tested for a possible sensitization against
COVID-19 vaccines or ingredients, such as polyethylene gly-
col (PEG) or polysorbate 8o (PS80) before their first COVID-19
vaccination. Intradermal tests were performed in all 76 pa-
tients, mostly using PEG and/or PS80, but sometimes also
COVID-19 vaccines dependent on availability.

Methods: We aimed at getting an overview of this patient co-
hort and therefore developed a questionnaire to collect more
information about the patients’ anaphylactic responses, their

Circulating tumor cells in melanoma
in early stages?

: a potential biomarker

willingness to vaccinate against SARS-Cov-2 in the future and
reasons for their decision. 34 filled-in questionnaires were
analyzed.

Results: Of the 47 anaphylactic patients, most were female
(40 female/7 male). The intradermal test — even when per-
formed with COVID-19 vaccines — was negative in all but one
patients. Most patients, who experienced anaphylaxis after
a COVID-19 vaccination, did not want another COVID-19 vac-
cination at the time of filling in the questionnaire. Most were
concerned about another anaphylactic response at the next
shot. Premedication with antihistamines significantly low-
ered (n=74 vaccinations) anaphylaxis severity after COVID-19
vaccinations.

Conclusion: The intradermal test does not seem suitable
to predict anaphylaxis to COVID-19 vaccines. Premedication
with antihistamines can ameliorate anaphylactic responses
to COVID-19 vaccines.

()

MELANIE RAMMER*?, JubITH ARVANITAKIS™?, LEONHARD STOCKLY?, HELMUT KEHRER?, EvA MITTERMAYR?, LisA LUGMAYRY2, KATHARINA PRIGLINGER?,
VicToRIA PERNSTEINER?, METTE @Rskov AGERBAK>, ALl SALANTI?4, GERALD WEBERSINKE!, NORBERT SEPP?

'Labor fur Molekulargenetische Diagnostik, Ordensklinikum
Linz Barmherzige Schwestern, 2Abteilung flir Dermatologie,
Ordensklinikum Linz Elisabethinen, 3Department of Immu-
nology and Microbiology, University of Copenhagen, 4VarCT
Diagnostics

Melanoma represents one of the most malignant forms of
skin cancer. Early diagnosis has proven critical to reduce risk
of metastasis. Nonetheless, there is a need to stratify patients
at higher risk also in early stages, as progression occurs in
10% of patients with local disease. As an additional biomark-
er, liquid biopsy emerged as minimally invasive approach to
depict metastatic potential as well as tumor heterogeneity.
Thereby, the role of circulating tumor cells (CTCs) still remains
to be enlightened, especially regarding early stage melano-
ma.

For CTC enrichment from blood samples, a novel approach

using recombinant malaria protein (rVAR2) was applied. In
order to account for melanoma heterogeneity, a staining
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cocktail including tumor initiating cell markers in addition
to established melanoma markers enabled fluorescent CTC
detection. Relapse-free survival was compared between pa-
tients with =1 CTCs at initial diagnosis versus those without
detected CTCs.

In 21% of AJCC I-IV patients (n=112) CTCs were detected at
time of initial diagnosis. Regarding the cohort with AJCC stage
I-1I, CTCs were observed in 21 out of 93 (23%) patients (mean
follow-up 13 months, IQR 6-18). CTC detection was signifi-
cantly associated with unfavorable clinical outcome (likeli-
hood ratio test p<0.05).

Detection of CTCs in blood at initial diagnosis of melanoma
patients with localized disease seems to be associated with
unfavorable clinical outcome. This could underline the role of
early tumor cell dissemination for metastatic manifestation.
CTC assessment may represent a valuable additional bio-
marker to facilitate risk stratification of early stage melanoma
patients to improve personalized treatment approaches. I
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Diverse virus-specific tissue-resident T cells are detected in

O,

the oral mucosa of healthy volunteers

FLORIAN WINKLER?, CARMEN FISCHER?, SOPHIE MULLER?, LAURA MARIE GAIL™3, GEORG STARY'3, JOHANNA STROBL'3

‘Department of Dermatology, Medical University of Vienna,
2Department of Oral and Maxillofacial Surgery, Medical Uni-
versity of Vienna, 2CeMM Research Center for Molecular Med-
icine of the Austrian Academy of Sciences

Introduction: In healthy individuals, SARS-COV-2 infec-
tion and current COVID-19 vaccines elicit a broad immune
response. A reliable, long-lasting protection is particularly
based on the generation of memory T cell populations within
the affected tissues. Consequently, the assessment of specif-
ic T cell subpopulations is of utmost importance for the eval-
uation of adaptive cellular immune responses.

Methods: We performed flow cytometry analysis and single
cell RNA sequencing via the 10X-Genomics protocol on blood
and oral mucosa samples from healthy, SARS-CoV2 recovered
individuals 1 month after infection. Cell types were annotated
based on widely accepted marker genes and Python pack-
age CellTypist. Differential gene expression and TCR receptor
analysis were performed using the Python toolkits SCANPY
and SCIRPY.

Detection of Trichophyton indotineae in Austria: a case

report

[vANA INDIKOVA?, LiLjANA TEODOROWICZ?, KARIN LOYDL!, ANGELIKA STARY!
'Pilzambulatorium Wien

Objectives and aim: Trichophyton (T.) indotineae is a newly
described species of dermatophyte. This fungal pathogen is
widespread in India and is responsible for chronic or recur-
rent widespread superficial infections. It is often associated
with resistance to terbinafine, caused by a point mutation in
the gene encoding squalene epoxidase.

Patients and Methods: A female patient (32 years old) with
extensive tinea corporis was referred to the Outpatient”s cen-
tre. Skin scrapings were collected and analysed by cultiva-
tion in fungal culture media (Sabourand agar at 28° for 21
days) and KOH direct test. The species of the growing culture
was determined by colony morphology and microscopic ob-
servation. The identification was additionally carried out by
sequencing the entire ITS region of the rDNA and subsequent
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Results: We found that the majority of SARS-CoV2-specific
T cells in blood samples were central memory T helper cells
(TCM) and, in oral mucosa samples, cytotoxic tissue-resident
memory T cells (TRM). While SARS-CoV2-specific mucosa T
cells had a balanced ratio of Type-1 helper cells and cytotoxic
TRM cells, Epstein-Barr virus- and Yellow-Fever-virus-specif-
ic cells consisted predominantly of cytotoxic TRM cells. The
most diverse phenotypic repertoire including regulatory T
cells was found among Influenza- and Cytomegalovirus-spe-
cific cells. The differential gene expression enabled the dis-
tinction between gene programs involved in early/late tissue
residency and circulating T cells.

Conclusion: Our data provide valuable insights into the
distribution of T cell subpopulations and their respective
TCR-specificity in healthy oral mucosa. This ongoing project
may contribute to further understanding of T cell responses at
effector sites following viral infection and vaccination.

()

database comparison of the sequencing result (courtesy of
Labor Mélbis, Leipzig, Germany). Antifungal susceptibility
was tested using the Ezy MICTM (Himedia).

Results: Based on colony appearance and microscopic char-
acteristics, the fungus was identified as a member of the T.
mentagropyhtes/interdigitale complex. However, as the pa-
tient was from India, T. indotineae was suspected. Sequenc-
ing demonstrated a clear and 100% match with the above
species (Trichophyton indotineae = T. mentagrophytes ITS
genotype VIII India). Nevertheless, antifungal susceptibility
testing revealed an undiminished susceptibility to terbinaf-
ine.

Conclusion: Our results proved the identity of the dermato-

phyte and confirmed the spread of the fungus across Europe.
It was one of the first T. indotineae isolates in Austria. I
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Diagnosis of Dermatophytes using Molecular Technology —

a one year experience

ABSTRACTS
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[vANA INDIKOVA?, KATHARINA SCHWARZ!, MINA SHARIFI', KARIN LovpL?, NEzRINA HASANBEGOVIC TANDIRY, CLAUDIA HELLER-VITOUCH!, ANGELIKA STARY!

Pilzambulatorium Wien

Objectives and aim: DNA amplification is a sensitive meth-
od for identifying infections. Although fungal culture is a
well-established method for diagnosing fungi, the PCR is a
highly sensitive molecular technology and provides results in
short time. The study’s objective was to compare multiplex
gPCR and culture using patient samples from various cutane-
ous regions and nail scrapings.

Patients and Methods: A total of 971 samples (402 from
men, 569 from women) from the skin (255; 26.3%) and nails
(716; 73.7%) were examined. Samples from patients referred
to the Outpatients Centre (849; 87.4%) or mailed (122; 12.6%)
were simultaneously analysed by cultivation in fungal culture
media (Sabouraud agar at 28°C for 21 days), KOH direct tests
and by multiplex gPCR (DermaGenius, Pathonostic).

Phosphomevalonatkinase-Defizienz als Ursache eines

Results: gPCR demonstrated the presence of dermatophyte
DNA in 359 (37%) of 971 samples from nails (72.7%) and skin
(27.3%). Of the gPCR-positive samples, growth of the derma-
tophyte was observed in 30.9% for nails and 18.1% for skin
scrapings. Both technologies yielded positive results in 176
(18.1%) of all samples tested, leaving 183 infections (51%)
missed by culture. The most common species was T. rubrum,
detected in 11.3% by culture and 25.7% by gPCR.

Conclusion: Our results demonstrate the high sensitivity of
gPCR. It overcomes cumbersome culture methods. Impor-
tantly, one half of dermatophyte infections were detected
only by gPCR. The rapid and accurate performance of gPCR al-
lows timely and appropriate treatment allocation. Cultivation
methods remain important for antifungal resistance testing
and non-dermatophyte diagnosis.

neuen hereditaren Autoinflammationssyndroms

JakoB BERNER™>34, CHERYL VAN DE WETERING35, RAUL JIMENEZ-HEREDIA345®, CHRISTINA RASHKOVA>®, SACHA FERDINANDUSSE?, JANET KOSTER?,
JoHANNES WEISS®9, ALEXANDRA FROHNE4, SARAH GIULIANIZ4, HANS WATERHAM?, IRINKA CASTANON3#, JURGEN BRUNNER®, Kaan BozTug>3456

Klinik Landstra3e, Abteilung fiir Dermatologie und Venero-
logie, 2St. Anna Kinderspital, 3St. Anna Kinderkrebsforschung,
4Ludwig Boltzmann Institut fiir seltene und undiagnostizierte
Erkrankungen , *CeMM Zentrum fiir Molekulare Medizin der
Osterreichischen Akademie der Wissenschaften , ¢Medizini-
sche Universitat Wien,”University Medical Center Amsterdam,
Department of Clinical Chemistry, Laboratory Genetic Meta-
bolic Diseases, ®Medizinische Universitat Innsbruck, Kinder-
und Jugendheilkunde, °Medizinische Universitat Innsbruck,
Developmental Immunology, *°Danube Private University

Hintergrund: Hereditdre Autoinflammationssyndrome be-
zeichnen genetisch bedingte Erkrankungen, die durch pe-
riodische oder chronische Entziindungsreaktionen charak-
terisiert sind und oft von kutanen Manifestationen begleitet
werden. Einige dieser Syndrome, wie die Mevalonatkinase-
Defizienz (MVKD), entstehen durch enzymatische Defekte
innerhalb des Isoprenoid-Biosynthesewegs, in welchem
Mevalonatkinase und Phosphomevalonatkinase eine Schlis-
selrolle in der Synthese von Sterol- und Nichtsterol-Isopre-
noiden zukommt. Bislang wurden jedoch keine Falle eines
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Autoinflammationssyndroms durch Mutationen im Phospho-
mevalonatkinase-Gen beschrieben. Diese Studie beschreibt
die erste Patientin mit nachgewiesenem Phosphomevalonat-
kinase-Mangel und beleuchtet die klinischen, biochemischen
und immunologischen Konsequenzen einer homozygoten
Missense-Variante in PMVK.

Methoden: Mittels Whole-Exome-Sequenzierung wurde die
DNA der Patientin analysiert. Zusatzlich wurden funktionelle
Zellstudien durchgefiihrt, um die Pathogenitat der Variante
Zu bestatigen.

Ergebnisse: Die identifizierte homozygote Missense-Vari-
ante in Phosphomevalonatkinase korrelierte mit einer stark
reduzierten Enzymaktivitat. Die Patientenzellen zeigten einen
Defekt in der Prenylierung der Proteine, was als Ursache einer
erhohten Inflammasomaktivitat angenommen wird. Klinisch
wies die Patientin sowohl Ahnlichkeiten als auch Unterschie-
de zu Patienten mit Mevalonatkinasedefizienz auf und sprach
gut auf eine Behandlung mit IL-1-Inhibitoren an.
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Schlussfolgerungen: PMVK-Defizienz erweitert das gene-
tische Spektrum von hereditaren Autoinflammationssyndro-
men. Die Studie unterstreicht die Bedeutung von genetischen
Untersuchungen bei unklaren Fallen und betont die Notwen-
digkeit einer interdisziplindren Kooperation von Dermato-

A Rare Case of Congenital Self-Healing Reticulohistiocytosis

log*innen, Kinderarzt*innen, Rheumatolog*innen und Gene-
tiker*innen flr umfassende Diagnostik und Therapie.

Berner et al. 2023 Journal of Allergy and Clinical Immunology

DOI: https://doi.org/10.1016/j.jaci.2023.06.013
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NUSHIK SHIRINYAN?, ALAIN HOVNANIAN?

Yerevan State Medical University, Muratsan Hospital Com-
plex, 2Laboratory of Genetic skin diseases, IMAGINE Institute
for Genetic Diseases, University of Paris

Background: CSHR is a variant of LCH with only skin involve-
ment. CSHR first described by Hashimoto and Pritzker in 1973,
more than 100 cases have been reported. No treatment is re-
quired for CSHR.

Case description: A 3-days-old term newborn boy present-
ed to the pediatric department of the "Muratsan”Hospital
Complex of Yerevan State Medical University with multiple
red-purple lesions appeared at birth. At presentation the pa-
tient had several nodular, erythematous lesions on the face,
limbs, trunk and abdomen, some recovered to crusts.

The serology of TORCH group was negative. Chest and bone
radiographs, abdominal ultrasound were unremarkable. Ret-
inopathy of the newborn with punctated subretinal lesions
was presented on the entire periphery of both eyes which
resolved spontaneously.

Autophagy degrades non-cytoskeletal proteins in hair

keratinocytes

Skin biopsy showed dense clusters of histiocytic cells over
the entire height of the dermis, which were CD1a and Langer-
ine positive. Immunostaining showed that these cells were
BRAF V600E positive. These results confirm the diagnosis of
LCH.

2 months later, the patient no longer had skin lesions. Con-
clusion was made that it was a CSHR. The patient is undergo-
ing regular outpatient follow-up.

Discussion: This is a case report of a newborn with “blueber-
ry muffin syndrome”, who finally was diagnosed with CSHR.

The objective of this clinical observation was to emphasize
the importance of clinical and laboratory monitoring /or fol-
low up/ of CSHR owing to the possibility of recurrence and
progression.

Conclusion: Our case clearly shows that spontaneous re-

gression of the lesions and lack of systemic manifestations
are the only tools to differentiate this disorder. I

SuUPAWADEE SUKSEREE?, NOREEN KARIM?, ROBERT H. Rice?, FLORIAN GRUBER?, ERWIN TSCHACHLER?, LEOPOLD ECKHART!

‘Medizinische Universitat Wien, 2Department of Environmen-
tal Toxicology, University of California

Introduction: Hair shafts are formed by terminal differenti-
ation of hair keratinocytes which synthesize and cross-link
keratins and keratin-associated proteins. Here we tested the
hypothesis that maturation of hair shafts also involves the
coordinated degradation of non-cytoskeletal proteins by au-

tophagy.
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Methods: The essential autophagy regulator Atg7 was de-
leted in keratinocytes of the epidermis and skin appendag-
es, including hair, of mice. The protein composition of hair
shafts from fully autophagy-competent and epithelial auto-
phagy-deficient mice was determined by mass-spectrome-
try-based proteomic analysis.

Results: The abrogation of keratinocyte autophagy led to

the increased abundance of hundreds of functionally diverse
proteins whereas the abundance of keratins was significant-
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ly decreased in hair shafts. The elevation of translation initia-
tion factors, tRNA-ligases, ribosomal proteins and subunits of
proteasomes in the absence of autophagy indicated a central
role of autophagy in regulating protein turnover within hair ke-
ratinocytes. The eight subunits of chaperonin, also known as
T-complex protein Ring Complex (TRiC), were most significantly
increased in hair of epithelial autophagy-deficient mice.

Modification of transglutaminase-1 during cornification of

epidermal keratinocytes

ABSTRACTS

Conclusions: These results demonstrate that hair kerat-
inocytes depend on autophagy for establishing the mature
protein composition of hair and suggest that the proteomic
analysis of hair shafts may be used for the diagnosis of im-
paired autophagy.

MARTA SURBEK?, TESSA VAN DE STEENE?, ATTILA SACHSLEHNER?, BAHAR GOLABIY, GEVAERT GEVAERT?, LEOPOLD ECKHART!

Department of Dermatology, Medical University of Vienna,
2VIB Center for Medical Biotechnology, Ghent University

Introduction: Transglutaminase 1 (TGM1) cross-links pro-
teins in the epidermis. Mutations in the TGM1 gene cause
autosomal recessive congenital ichthyosis (ARCl1) of the
lamellar form.

Methods: To determine the dynamics of TGM1 expression
and activity in the epidermal cell layers and in cultured kera-
tinocytes, we established a protocol for the antibody-depen-
dent detection of TGM1 protein and the parallel detection of
TGM activity.

Results: TGM1 immunoreactivity initially increased and
co-localized with membrane-associated transglutaminase
activity during keratinocyte differentiation. Unexpectedly,
further differentiation of keratinocytes was associated with
the loss of TGM1 immunoreactivity while transglutaminase

Cefiderocol penetration in subkutanes und

muskulares Gewebe

Maria Sanz CobINA?

"Universitatsklinik fiir Klinische Pharmakologie, Medizini-
schen Universitat Wien

Hintergrund: Cefiderocol ist ein neuartiges siderophores Ce-
phalosporin-Antibiotikum, das moglicherweise zur Behand-
lung von Haut- und Weichteilinfektionen eingesetzt werden
kann. Die Pharmakokinetik (PK) von Cefiderocol in mensch-
lichem Weichteilgewebe wurde jedoch noch nicht bestimmt.
Ziel der vorliegenden PK-Studie war es, die Cefiderocol-Ge-
webekonzentrationen zu untersuchen.
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activity persisted. Similarly, when HEK293T cells were trans-
fected with TGM1, the recombinant protein was detected by
the anti-TGM1 antibody only transiently whereas transglu-
taminase activity remained present after the loss of TGM1
immunoreactivity, suggesting that binding of the antibody
was prevented by a modification of active TGM1. To screen
for candidate proteins controlling this TGM1 modification, we
performed a virotrap assay in which proteins binding to TGM1
are trapped in viral particles. Mass spectrometry identified
the CAPNS1 subunit of calpain as interaction partner of TGM1.
Consequently, we treated keratinocytes and TGM1-transfect-
ed HEK293T cells with chemical inhibitors of calpain. Both
N-acetyl-Leu-Leu-norleucinal (ALLN) and calpeptin sup-
pressed transglutaminase activity and allowed the mainte-
nance of immunodetection of TGM1.

Conclusions: TGM1 undergoes a maodification that is con-
trolled by calpain and possibly affects epidermal comifica-

tion. I

Methoden: Es wurde eine offene, an einem Zentrum durch-
gefiihrte PK-Studie mit 8 gesunden mannlichen Freiwilligen
durchgefiihrt. Eine einzelne intravenose Dosis von 2 g Cefi-
derocol wurde (ber 3 Stunden verabreicht. Die Wirkstoffkon-
zentrationen wurden im Plasma, im Muskel und im subkuta-
nen Fettgewebe bestimmt. Die freien Plasmakonzentrationen
wurden anhand der durch Ultrafiltration bestimmten Plasma-
proteinbindung (PPB) berechnet. Die Konzentrationen im
freien Gewebe wurden durch Mikrodialyse (MD) ermittelt. Die
PK-Parameter wurden mittels nicht-kompartimenteller Ana-
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lyse und pharmakokinetischer Modellierung berechnet. Die
Penetrationsverhaltnisse wurden als AUCo-8 Gewebe /AUCo-
8 freies Plasma berechnet.

Ergebnisse: Die mittleren Penetrationsverhdltnisse betru-
gen 0,81 + 0,26 fir die subkutane und 0,76 + 0,26 fiir die
Muskelgewebe. Die mittlere PPB betrug 44 %. Cefiderocol hat
eine zeitabhangige Abtotungsaktivitat gezeigt. 75 % fT>MIC
wurden als PK/PD-Zielwert fir die Erzielung einer bakterizi-
den Wirkung festgelegt. Der mittlere %fT>MIC-Wert fr freies
Plasma betrug 99 %, 96 % und 83 % flir MHKs von 2, 4 bzw.

Lerneffekt und Patientenzufriedenheit durch die regionale

8 mg/L. 75% fT>MIC wurde auch fir alle MHKs in Muskel- und
subkutanem Gewebe erreicht.

Schlussfolgerung: Diese Studie zeigt, dass mit einer intra-
vendsen Infusion von 2 g Cefiderocol ausreichende bakteri-
zide Konzentrationen fiur die wichtigsten Bakterienstamme
im Plasma erreicht werden. Geht man von einem &hnlichen
PK/PD-Zielwert fiir Weichgewebe aus, kann auch im subkuta-
nen Gewebe und im Muskel eine gute Wirksamkeit erwartet
werden.

O,

teledermatologische Triage-Vernetzung zwischen
niedergelassenen Allgemeinmediziner*innen und

Dermatolog*innen in der Steiermark

ELENA HOFMANN-WELLENHOF, RAINER HOFMANN-WELLENHOF, NATALIE BORDAG, EDITH ARZBERGER

"Univ.-Klinik fir Dermatologie und Venerologie, Medizinische
Universitat Graz

Einleitung: Zur Verbesserung der dermatologischen Patien-
tenversorgung in landlichen Gebieten wurde das wegweisen-
de Projekt ,Teledermatologie in der Steiermark am 1.1.2020
gestartet. Gefordert durch steirische Arztekammer, Gesund-
heitsfonds, die OGK und die Universitatsklinik fir Dermato-
logie wurden 15 Allgemeinmediziner*innen mit 2 erfahrenen
Dermatolog*innen digital verbunden.

Methodik: Im Rahmen des Projektes wurden Patient*innen
mit Hauterkrankungen direkt bei Allgemeinmediziner*innen
betreut, die digital von Dermatolog*innen eine Behandlungs-
empfehlung erhielten. Nach dreijahriger Laufzeit wurden
Akzeptanz und potentieller Lerneffekt der Allgemeinmedizi-
nerfinnen untersucht.

Ergebnisse: Bis Ende 2022 wurden 2552 Félle abgeschlos-
sen. Eine herausragend hohe Patientenzufriedenheit von
tber 96% wurde durch eine Umfrage mit 600 Teilnehmer*in-
nen ermittelt, wobei insbesondere der schnelle Erhalt einer
Diagnose und gegebenenfalls einer Therapie duferst posi-
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tiv bewertet wurde. Nur in 32% aller Falle stimmten initiale
Verdachtsdiagnose und finale dermatologische Diagnose
Uberein. Die facharztliche Korrektur der Diagnose war haufi-
ger, wenn die Behandlung von Dermatolog*nnen empfohlen
und von Allgemeinmediziner*innen durchgefiihrt wurde und
war seltener wenn keine Therapie indiziert war. Auch bei den
neun Allgemeinmediziner*innen mit intensiver Nutzung des
Systems (>60 Félle) zeigte sich keine Steigerung der diagnos-
tischen Treffsicherheit.

Schlussfolgerung: Uberraschend sind hohe Patientenzu-
friedenheit und Zeitersparnis, die deutlich den Wert einer sol-
chen, digital unterstitzten Triage zeigen, unabhdngig von Ex-
tremsituation, wie der Covid-19-Pandemie. Auch bei hdufigen
Fallzahlen zeigte sich keine Steigerung der diagnostischen
Treffsicherheit durch die Allgemeinmedizinerfinnen. Unse-
re Ergebnisse unterstreichen erneut die Wichtigkeit konsis-
tenter und konsequenter Kommunikation sowohl zwischen
Arzt*innen und Patient*innen, als auch zwischen Arzt*innen
unterschiedlicher Fachrichtungen. Diese Erkenntnisse kdn-
nen dazu beitragen, zukiinftige telemedizinische Projekte zu
optimieren und die Qualitat der Patientenversorgung weiter

zu verbessern. I
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FceRl receptor density on basophil granulocyes as potential

ABSTRACTS

©

marker for severity of hymentoptera venom allergy

STEFAN AIGNER?, VIKTORIA PUXKANDL!, TERESA BURNER?, SUSANNE KIMESWENGER?, ANGELIKA LACKNER?, WOLFRAM HOTZENECKER?!, SABINE ALTRICHTER!

'Department of Dermatology and Venerology, Kepler Uniklini-
kum

Insect venoms are the most common cause for anaphylactic
reactions in adult persons. Until today no biomarker has been
established to reliably predict the severity of anaphylaxis
upon sting reaction. We therefore examined if the high affin-
ity IgE-receptor (FceRl) expression on basophils could serve
as marker for hymenoptera venom allergy.

Total and free IgE-receptor density on basophil granulocytes
were assessed via FACS analysis of 31 hymenoptera venom
allergic patients. Functional basophil activation test (BAT),
clinical parameters including anaphylaxis grading (Ring &
Messmer) and routine blood tests were assessed and used
for correlation analysis. Ten healthy blood samples served as
controls.

The keratin-associated protein epiplakin is down-regulated

in psoriasis.

In the mean higher levels of total-FceRI and lower levels of
IgE-free FceRI expression on basophils were seen compared
to healthy controls. High expression of total FceRI was highly
correlated with low expression of IgE-free FceRl in the same
patient. Total FceRIl expression was significantly correlated
with total IgE and in bee venom allergic patients also with
sIgE to bee venom. Total FceRI expression was significantly
but inversely correlated with anaphylaxis grading.

To our knowledge this is the first report that a low total IgE-re-
ceptor density on basophils was associated with increased
severity of anaphylaxis in insect venom allergic patients. This
marker should be further assessed in larger cohorts for its
relevance and to explore if it can be used for risk assessment
for sensitized patients. Furthermore, the change of the FceRI
expression should be studied throughout the course of spe-
cificimmunotherapies.

®)

HANNES KUHTREIBER™?, CORINNE DREXLER3, JOHANNES GRISS', HENDRIK JAN ANKERSMIT?4, PETER FucHs3, MicHAEL MILDNER!

‘Department of Dermatology, Medical University of Vienna,
2Department of Thoracic Surgery, Medical University of Vien-
na, *Max Perutz Labs, Department of Biochemistry and Cell
Biology, University of Vienna, “Aposcience AG

Epiplakin (EPPK1) is a protein that specifically interacts with
keratin filaments in the epidermis. It helps to stabilize this
filament network when the cells are under stress. In the pres-
ent study we investigated how EPPK1 is regulated during the
process of keratinocyte differentiation and in psoriasis, an
inflammatory skin disease in which this process is disturbed.

We analyzed sc-RNA-seq data of 33 patients and found that
EPPK1 was downregulated both in lesional and non-lesion-
al psoriasis. By using transcriptomics analysis and real-time
PCR to measure the levels of EPPK1 mRNA in keratinocytes
that were either undifferentiated or differentiated, we found
that EPPK1 was preferentially expressed in the differentiat-
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ed cells. By immunostaining we could show that EPPK1 was
specifically expressed in the granular layer of healthy human
skin. In psoriatic skin the mRNA and protein levels of EPPK1
were strongly down-regulated. To investigate the mechanism
behind the EPPK1-regulation in psoriasis, we treated in vitro
3D skin models and ex vivo skin samples with different cy-
tokines, including IL1B, IL17 and IFNy and found that EPPK1
expression was consistently downregulated in skin treated
with [FNy.

In summary, our findings indicate that EPKK1 is part of the
group of proteins that are preferentially expressed in differ-
entiated keratinocytes. Moreover, the observed deregulation
of EPPK1 in psoriasis, which is likely due to the effects of the
inflammatory environment, may be a contributing factor to
the aberrant epidermal abnormalities observed in this skin

disease.
_ 1
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Spektrum der Photodermatosen in einer photodermato-

()

logischen Ambulanz: Monozentrische Registerstudie

HANNA SCHRATTER?, ANGELIKA HOFER?, ALEXANDRA GRUBER-WACKERNAGEL', FRANZ LEGAT!, PETER WoOLF!

‘Universitatsklinik fir Dermatologie und Venerologie, Medizi-
nische Universitat Graz

Einleitung: Photodermatosen sind eine Gruppe von Haut-
erkrankungen, die durch Exposition gegeniber ultravioletter
und/oder sichtbarer Strahlung ausgelést, aufrechterhalten
und/oder verschlechtert werden. Es gibt nur wenige Studien,
die die Pravalenz dieser Erkrankungen darstellen. Ziel der
Studie war es, die Verteilung von Photodermatosen an unse-
rer Spezialambulanz fiir Photodermatologie zu erheben.

Methodik: Es wurden retrospektiv die Daten von Patienten
erhoben, welche in den letzten 25 Jahren an der photoder-
matologischen Ambulanz der Universitatsklinik fir Dermato-
logie und Venerologie am LKH-Klinikum Graz aufgrund von
Photodermatosen betreut wurden. Die demographischen
und krankheitsspezifischen Daten dieser Patienten wurden
aus den Ambulanzkarten und dem elektronischen Patien-
tendokumentationssystem der Ambulanz flir Phototherapie
extrahiert und in das Kooperative Photodermatosen-Register

Differential Distribution of Dendritic Cells and T Cells in the

Skin Tumor Microenvironment.

der Medizinischen Universitat Graz tbertragen. Es erfolgte
eine Auswertung mit deskriptiver Statistik.

Ergebnisse & Schlussfolgerung: Die Daten von insgesamt
493 Patienten mit Photodermatosen konnten erfasst werden.
Darunter die Daten von 25,8% Mannern (127) und 74,2% Frau-
en (366). Am haufigsten, mit 70,0%, wurde die Polymorphe
Lichtdermatose (Frauen/Manner: 4,7:1), gefolgt von der ery-
thropoetischen Protoporphyrie (6,9%; 1:1) und der Urticaria
solaris (5,9%; 1,4:1) diagnostiziert. Seltener wurden Patienten
mit einer Porphyria cutanea tarda (3,4%; 1:4,7), Hidroa vacci-
niformia (2,4%; 1:1,4), Prurigo actinica (1,2%; 5:1) und chro-
nisch aktinischer Dermatitis (0,4%, 1:1), sowie bestimmten
genetischen Erkrankungen mit DNA-Reparaturdefekten (Xe-
roderma pigmentosum und Rothmund-Thomson Syndrom)
3,0% (2:1) an der Spezialambulanz vorstellig. Die Verteilung
der Patienten mit den unterschiedlichen Photodermatosen
wird mit jener in anderen Landern und Regionen verglichen,
um maogliche regionsspezifische Faktoren zu ermitteln.

©,

MaRINA WANNER?, ANNA BRUNNER?, DANIELA ORTNER-TOBIDER?, CHRISTOPH H TRIPP!, MARTIN HERMANN?, ANTONIA RESAG3, MARC SCHMITZ3,

PaTRIZIA STOITZNERY, VAN ANH NGUYEN!

‘Department of Dermatology, Venereology and Allergology,
2Department of General and Surgical Critical Care, Medicine,
Medical University Innsbruck, *Department Institute of Immu-
nology, Medical Faculty Carl Gustav Carus, TU Dresden

Introduction: Immunophenotyping of tumor infiltrating im-
mune cells has become increasingly pivotal for skin cancer
diagnosis and treatment. However, the establishment of im-
munofluorescence (IF) staining procedures of formalin-fixed
paraffin-embedded (FFPE) tissue samples can be challenging
due to tissue condition and antibody availability and affinity.

Method: To elucidate the tumor immune microenvironment,
we aimed to determine the abundance and spatial distri-
bution of dendritic cells (CD1a+) and T cells (CD3+) within
different skin cancer types, actinic keratosis, squamous cell
carcinoma, basal cell carcinoma, and melanoma, using im-
munofluorescence. In each FFPE tumor sample, we investi-
gated four distinct areas: intratumoral, tumor margin, in-
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traepidermal, and intradermal. From each area, 5-8 images
were selected, and CD1a+ cells and CD3+ cells were counted
using the ImageJ software.

Results: Our findings confirmed the presence of both CD1a+
and CD3+ cells in all examined skin cancer types and areas.
Intriguingly, the spatial distribution of CD1a+ dendritic cells
and CD3+ T cells varied. A predominance of CD1a+ dendritic
cells was observed within the tumor and the epidermis, while
CD3+ T cells were predominantly localized near the tumor
margin.

Conclusion: Our study highlights distinct infiltration patterns
of dendritic and T cell within skin cancers. As a subsequent
step, we aim to establish a multiplex staining procedure for
simultaneous detection of various immune cell types. Ad-
ditionally, we intend to compare this data with results from
flow cytometry analysis, enriching our understanding of the

immune landscape in skin cancers. I
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The role of tissue-resident memory T cells in anticancer skin

ABSTRACTS

defenses of organ transplant receivers

KoNrRAD CHRAPLAY, LILIANE BoRIK-HEIL!, BARBEL REININGER?, GEORG STARY"?3, SIMONA SALUZZO*

Department of Dermatology, Medical University of Vienna,
?Ludwig Boltzmann Institute for Rare and Undiagnosed Dis-
eases,3CeMM Research Center for Molecular Medicine of the
Austrian Academy of Science

Background: Life-long immunosuppressive therapy is re-
quired for Organ transplant receivers (OTR) to prevent graft
rejection. This puts them at an increased risk for keratino-
cyte cancers (KC), namely squamous cell carcinoma (SCC)
and basal cell carcinoma (BCC). Despite immunosuppressive
therapy, not all OTR develop KC in the post-transplant period
(PTP). Additionally, the common trend of having more BCC
than SCCin the general population is reversed in OTR. This in-
dicates that the immune defenses against human papilloma-
virus (HPV) may be weakened in some patients, pointing to
skin specific immune players in the protection against KC in
OTR. Tissue resident memory T cells (TRM), especially CXCR3+
TRMs, contribute to anti-viral and anti-cancer defenses at

Hereditares oder erworbenes Angioodem?

TAMAR KINACIYAN

"Universitatsklinik fir Dermatologie, Medizinische Universitat
Wien

Einleitung: Ursachen von Angioddemen (AE) sind vielfaltig.
Wenn es nicht auf hochdosierte Kortikosteroide anspricht,
sollte an ein Bradykinin-vermitteltes AE gedacht werden.

Wir berichten (ber einen 68-jahrigen Mann, der nach einem
Schlaganfall vor 5 Jahren sporadische Schwellungen an Han-
den und FiBen entwickelte, die innerhalb von 48 Stunden
abklangen, sowie gelegentlich abdominelle Beschwerden.
Ein Jahr nach dem Schlaganfall entwickelte er Prostatakrebs,
der auf die Chemotherapie ansprach und seitdem in Remis-
sion ist. Weitere 2 Jahre spater entwickelte er ein massives
Gesichtsodem, nachdem einer zahnarztlichen Behandlung
unter Lidocain. Im Folgenden traten zunachst einmal im Mo-
nat spater wochentlich leichte Gesichtsschwellungen auf. Die
Gattin war (iberzeugt, dass er an einer Lidocain-Allergie lei-
det.

Methoden: Fir die diagnostische Abklarung wurden Blut-

bild, Chemie, Elektrophorese, ANA, Subsets, dsDNA-Antikor-
per, C4, C1-INH-Protein und -Aktivitat, C1qg, B2-Microglobulin
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skin level. This project aims at understanding their possible
role in KC cancer prevention in OTR.

Methods: We selected a matched cohort of OTR patients,
matched for age, gender, post-transplant period and immu-
nosuppressive therapy. The first OTR cohort (OTR_A) was de-
fined by having had more than 5 histologically confirmed KC
in the PTP. The matched cohort (OTR_B) had no KC in the PTP.
We obtained skin biopsies from the two OTR groups, OTR_A
(n=10), OTR_B (n=10) and Healthy controls (n=10). After em-
bedding in OCT, we performed cryosectioning, and immuno-
fluorescence, with a staining for CD3, CD8, CD4, CD69 and
CXCR3 to identify TRMs.

Results and Conclusion: We successfully established the
staining for CXCR3+ TRMs in our samples. We plan to proceed
with the analysis of CD4+CXCR3+ TRMs and CD8+ CXCR3+
TRMs. Preliminary results will be presented at the conference. I

©

abgenommen und eine Lidocain-Exposition mit stationdrer
Observanz iber Nacht durchgefiihrt. Die beiden Téchter des
Paares wurden ebenso auf HAE getestet und er auf SERPING-1
Mutation.

Ergebnisse: Cy4, C1-INH-Protein und -Aktivitat waren massiv
erniedrigt. Alle anderen Bluttest-Ergebnisse waren im Norm-
bereich. Eine Lidocain-Allergie konnte ausgeschlossen wer-
den. Die beiden Tochter hatten normale Ci-INH-Werte. Der
C1g-Wert, kontrolliert alle 6 Monate, ist stets im Normbereich.

Schlussfolgerung: Eine positive Familienanamnese konnte
ausgeschlossen werden. Bei erworbenem Angioddem liegen
bekannterweise hamatologische Malignome vor jedoch kei-
ne soliden Tumore. Aufgrund seiner Testergebnisse und der
Remission seiner Krebserkrankung, gehen wir derzeit davon
aus, dass es sich hier um ein sehr spat einsetzendes here-
ditares Angioddem handelt. Wir verschrieben Icatibant und
unterrichteten die Gattin in der Applikation von subkutanen
Injektionen.

einem  Shire-Takeda-IIR-AUT-

—

Aus einer Studie mit

002649-Grant
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High prevalence of Chlamydia trachomatis and Neisseria

gonorrhoeae at pharyngeal and anorectal sites in patients

presenting to an STl outpatient ward

ANGELIKA KoGLER?, PETER WOLF, BIRGIT SADOGHI*

‘Department of Dermatology and Venereology, Medical Uni-
versity of Graz, Auenbruggerplatz 8

Introduction: Extragenital STIs commonly run an asympto-
matic course, resulting in delayed diagnosis and treatment,
increasing the risk of further transmission.

Methods: We conducted a single-center retrospective ana-
lysis of patients, who presented between 10/2019 and
02/2021 at our STl outpatient clinic, and had a pharyngeal
and/or rectal swab taken. Analysis included demographics,
clinical symptoms, serology, and multiplex PCR results.

Results: We analyzed data from 440 patients (345 male
[78%), mean age 34.6 years, and 95 female [22%)], mean age
315 years). 174 patients were heterosexual (61.9%), 97 ma-
les reported having sex with men (34.5%), 31 were bisexual
(11.0%), 159 (36.1%) did not report their sexual orientation.
Of the 440 patients, 303 (68.9%) presented due to symptoms

Treatment of hidradenitis suppurativa with secukinumab:

(68.9%), remaining patients presented due to concern on the
presence of an STI.

An STl was confirmed in 195 patients (44.3%), 109 patients
(24.8%) tested positive at extragenital sites (pharyngeal: 71
[65.1%], anal: 61 [56.0%], both: 23 [21.1%]). The most fre-
quently detected extragenital pathogen was N. gonorrhoeae
(pharyngeal: 71.8% [51/71], anorectal: 55.7% [34/61]), follo-
wed by C. trachomatis (pharyngeal: 5.6% [4/71], anorectal:
41.0% [25/61]). Of those suffering from an extragenital STl
64.2% (70/109) tested negative for relevant pathogens at
genital sites. Pharyngeal and anorectal infections were asym-
ptomatic in 88.7% [63/71] and 65.6% [40/61], respectively.

Conclusion: Two-thirds of patients with an anal STI and the
vast majority of patients with a pharyngeal STI show an asym-
ptomatic course, irrespective of symptoms at genital sites.
Our results highlight the relevance of extragenital testing re-
gardless of the presence of symptoms.

real-life and long-term experience from a specialty clinic

ANTONIA WIALA-WINTER?, MARIE-SoOPHIE DASCHLY, THERESA STOCKINGER?, KLEMENS RAPPERSBERGER™?, IGOR VUjict, CHRISTIAN PoscH?34

‘Clinic Landstrasse, Department of Dermatology, 2School of
Medicine, Sigmund Freud University, 3Clinic Hietzing, Depart-
ment of Dermatology, “Department of Dermatology and Aller-
gy, School of Medicine, German Cancer Consortium (DKTK),
Technical University of Munich

Background: Hidradenitis suppurativa (HS) is a chronic
inflammatory skin condition characterized by increased in-
terleukin(IL)-17A/C/F. Since June 2023 the IL-17A inhibitor
Secukinumab is approved for the treatment of HS. Phase IlI
trials suggest favorable outcomes with up to 46% of patients
achieving HiSCR by week 16 and only minor side effects.

Objectives: This retrospective cohort study aimed to assess
the clinical response and safety of Secukinumab in a real-life
setting.

Methods: Patients were treated with Secukinumab 300mg
either every 2 or 4 between 2020 and 2022. Patient records
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were screened to determine treatment response (HiSCR,
IHS4, VAS, DLQI) and tolerability after 12 weeks.

Results: 12 patients (f:m 1:1, average 48.5 years) were treat-
ed. 67% of them had Hurley Il disease. 50% of all patients
achieved HiSCR at week 14. In 3 cases patients received add-
on treatment with doxycycline before week 14. Mean IHS4
decreased from 18.2 (min 3, max 55) to 6.3 (min 0, max 17) at
week 14. The mean Dermatology Life Quality Index decreased
from 16.9 to 10.2 at week 14. Mean VAS was 3.9 at therapy ini-
tiation and 2.3 at week 14. Four patients stopped Secukinum-
ab due to lack of efficacy. Mean duration on Secukinumab
was 55.5 weeks. At this point 9 of 12 patients reported at least
50% improvement (patient global assessment). No treatment
related adverse events occurred.

Conclusion: Secukinumab was well tolerated and lead to

clinical improvement in one half of the patients. Add-on
treatment and dose escalations might be required in select

patients. I
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I Therapieresistentes Ulcus der Wange

ABSTRACTS

ARrA CHOY, FRANZ KARLHOFER?, PHILIPP TSCHANDL!, MATHIAS CLEMENS DRACH!, FLORIAN THALHAMMER?, JOHANNES GRISS!, STEFANIE PORKERT!

"Universitatsklinik fir Dermatologie, Medizinische Universitat
Wien, 2Universitatsklinik fir Urologie, Medizinische Universi-
tat Wien

Einleitung: Eine s52-jdhrige Patientin wurde mit einem
schmerzhaften, 3xicm haltenden Ulcus an der rechten Wan-
ge zugewiesen. Dieser bestand seit drei Wochen und trat
gemeinsam mit einer vorbekannten rezidivierend nekrotisie-
renden Skleritis am rechten Auge auf. Anamnestisch kam es
bereits vor 8 Jahren zum Auftreten einer dhnlichen, schmerz-
haften, ulzerierenden Lasion am linken Oberarm, wo sich kli-
nisch eine atrophe Narbe zeigte. An Vorerkrankungen waren
ein Diabetes mellitus und eine chronisch entziindliche Darm-
erkrankung bekannt.

Methodik: Aufgrund der rezidivierenden Abszesse mit Au-
genbeteiligung kam differentialdiagnostisch ein M. Behcet,
ein Schleimhautpemphigoid, sowie Ulcera infektidser Ge-
nese, Wundheilungsstérung bei vorbekannten Diabetes
mellitus oder ein granulomatdses Pyoderma Gangranosum
in Frage. Umfassende Untersuchungen hinsichtlich einer in-
fektiosen Genese inklusive Leishmanien und Mykobakterien
wurden eingeleitet.

Phototherapeutic treatment survival in patients

with psoriasis

Ergebnisse: Die Mykobakterien- und Leishmanien-PCR, so-
wie bakterielle und fungale Breitspektrum-PCR waren negativ,
ebenso ein Quantiferon-Test. Die durchgefiihrten histologi-
schen Aufarbeitungen zeigten wiederholt ein unspezifisches,
gemischtzelliges granulomatoses Infiltrat. Im Rahmen der
Durchuntersuchung wurde als Zufallsbefund ein multifokales
papillares Schilddrisenkarzinom diagnostiziert, welches chi-
rurgisch saniert und mit Radiojodtherapie behandelt wurde.

Weder eine tuberkulostatische Therapie, noch eine Steroid-
Stoftherapie, noch eine anti-TNF alpha Therapie fiihrten zu
einem therapeutischen Ansprechen, sodass die Diagnose
eines granulomatdsen fazialen Pyoderma Gangraenosum
gestellt wurde. Erst durch den Einsatz von Immunglobulinen
nach Absetzten aller anderen Therapien kam es zu einer Ab-
heilung der Lasion.

Schlussfolgerung: Ein granulomatdses faziales Pyoderma
Gangraenosum ist eine seltene Sonderform des Pyoderma
gangraenosum und stellt eine extrem herausfordernde und
therapierefraktare Autoimmunerkrankung dar.
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Introduction: The aim of this study was to determine survival
of phototherapy in psoriasis patients.

Methods: Preliminary data from the Phototherapy Registry
Graz and the Austrian Psoriasis Registry (PsoRA) were scruti-
nized to determine phototherapeutic survival rates regarding
patient and disease characteristics, irrespective of the treat-
ment type or number of administered UVB and/or PUVA pho-
totherapy cycles. Survival rates were analysed for the period
between start of the first phototherapy cycle until the end
of the last phototherapy or follow-up/treatment discontinu-
ation. The documented discontinuation of phototherapy or
the prescription of systemic treatments were considered as
treatment discontinuation.
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Results: Data of 829 patients (47.9% women) were eligible
for this analysis. The total treatment survival after 5 years
was 48.0%. Palmar and/or plantar involvement (hazard ra-
tio [HR] 1.44, p<0.01) and palmoplantar pustulosis (HR 2.01,
p<0.001) significantly decreased phototherapy survival, while
female gender (HR 1.18, p=0.16), involvement of nails (HR
0.97, p=0.85) and scalp (HR 0.82, p=0.09) did not. Psoriatic
arthritis, involvement of inverse body sites and other pustu-
lar psoriasis types could not be analysed due to low patient
numbers.

Conclusion: Phototherapy survival compares well to that of
biologics. However, disease characteristics should be con-
sidered when treating psoriasis patients with phototherapy.
Phototherapy survival is significantly reduced in patients with
palmar and/or plantar plaque psoriasis and in patients with

(psoriatic) palmoplantar pustulosis. I
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mTOR inhibition is efficient in cutaneous sarcoidosis and

results in a long-lasting decrease of disease-associated

fibroblasts
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Background: Sarcoidosis is an inflammatory disease of
unknown etiology that belongs to the group of multisystem
granulomatous disorders. Recent evidence indicate an im-
portant role of mTOR for granuloma formation. We conducted
a clinical study of patients with persistent cutaneous sarcoid-
osis treated with the mTOR inhibitor sirolimus.

Methods: We included patients of full age with persistent,
histologically-proven, cutaneous sarcoidosis. All patients
received sirolimus 1mg/ml, once daily for 4 months. Treat-
ment efficacy was assessed before and after each treatment
phase using clinical scores. Skin biopsies were taken before
and after therapy and after a two months follow-up period
without treatment. Skin was processed for single-cell RNA

Ecthyma gangrenosum due to Pseudomonas aeruginosa

septicemia

sequencing, and immunofluorescence protein staining was
performed on cryosections from the same biopsies.

Results: Systemic treatment resulted in clinical and histologic
remission of skin lesions in 70% of patients with a long-lasting
improvement of cutaneous lesions for up to 1.5 years. Clinical
improvement correlated with a lasting decrease of macro-
phages, T cells and fibroblasts in treatment responders, which
are known to represent the building blocks of sarcoidosis gran-
ulomas. Importantly, we identified a significant higher baseline
mTOR activation in tissue immune and non-immune cells from
treatment responders, which was especially prominent in gran-
uloma associated tissue fibroblasts.

Conclusion: mTOR inhibition with sirolimus presents an effi-
cient new treatment option for persistent cutaneous sarcoid-
osis by directly affecting disease-associated macrophages, T
cells and fibroblasts in the skin. Therefore, we propose that
targeting high mTOR activation in tissue fibroblasts rep-
resents the key for successful sirolimus treatment in sarcoid-
osis with prolonged clinical resolution.
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Objectives: A 20-month-old girl was referred to our dermato-
logy outpatient emergency clinic with acute onset of perianal
skin lesions and fever of 40°C of three days’ duration. Physi-
cal examination revealed multiple punched-out fibrin-coated
ulcers bilaterally with an erythematous-violaceus rim, appro-
ximately 1-2cm in diameter. Our main differential diagnoses
included Lipschiitz ulcer, neutropenic ulcers and other infec-
tious causes.

Methods: Routine blood test, virus serology, microbiological

swabs, blood cultures, multiplex PCR and skin biopsy speci-
men were taken.
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Results: Lab-tests revealed markedly elevated CRP (31.28
mg/dl [reference range <0.5]) and IL-6 levels ([1929.00 pg/ml
[<7]), while WBC count was 5.06 G/| (5.0-15.0 G/I). Viral se-
rology was negative. Histopathological examination showed
subtotal dermal necrosis but was lacking distinctive features.
Blood cultures and multiplex PCR yielded growth of pseudo-
monas aeruginosa.

Despite aggressive |V antibiotic treatment (vancomycin, me-
ropenem, clindamycin) rapid clinical deterioration warranted
extensive surgical debridement. After diagnosing pseudomo-
nas sepsis, treatment with meropenem was continued for 14
days. In a subsequent comprehensive immunologic work-up
no immunodeficiency could be detected. Silver-coated foam
dressing was used for post-operative wound care. She is cur-
rently undergoing routine follow-ups and silicone dressings
are applied to flatten hypertrophic scars.
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Discussion: Ecthyma gangrenosum (EG) is a rare ulcerating
skin infection, most commonly associated with Pseudomo-
nas aeruginosa bacteremia. It is usually seen in immunocom-
promised patients and can be indicative of an underlying

CXCR3+ CD56+ skin T cells play an anti-cancer protective

role in the skin of organ transplant

ABSTRACTS

subclinical immunodeficiency (primary/acquired) in previ-
ously healthy individuals. As in our case, EG can also occur
in non-immunocompromised children. In any case, rapid dia-
gnosis and adequate treatment is crucial to reduce mortality. I
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Background: Organ transplant receivers (OTRs) are at 60-
100-fold higher risk of developing keratinocyte cancers (KC),
probably due to the long-term systemic immunosuppressive
therapy (SIT) to prevent graft rejection. However, not all pati-
ents develop KCin the post-transplant period (PTP) and OTRs
show increased risk for HPV-related squamous cell carcinoma
(SCO) compared to basal cell carcinoma (BCC), inverting the
SCC:BCC ratio of the general ageing population. Such clinical
observations point to the pre-existence of patients- and skin-
specific immune players in the protection against KCin OTRs.

Methods: 20 OTRs with and without a diagnosis of KC in the
PTP were matched for age, gender, length of PTP and immu-
nosuppressive drugs. We performed flow cytometry, tissue

Mogamulizumab in patients with mycosis fungoides

FAXS and RNA- and single-cell RNA-Seq matched with T-cell
receptor (TCR) analysis of skin and PBMCs.

Results: Skin CD4+ T cells are reduced in OTRs compared to
HC independent of the KC prevalence, which might reflect the
general effects of SIT. In OTR that are protected from KC, we
identified increased numbers of skin CD8+ T cells with higher
levels of CXCR3 and CDsé6. Single-cell RNA sequencing revea-
led increased activation state of T cells in the skin of patients
protected from KC.

Conclusion: Our results indicate an infiltration and local acti-
vation of protective Thi-like and CD8 cytotoxic T cells in normal
skin of OTR protected from KC. Further analysis will help iden-
tifying the origin and function of cancer-protective T cells and
mechanisms to enhance tissue-specific anti-cancer defenses. I
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Introduction: Mogamulizumab is a humanized monoclonal
antibody against CCR4, approved for the treatment of adult pa-
tients (pts) with mycosis fungoides (MF) or Sézary syndrome
(SS), who have received at least one prior systemic therapy.

Materials and methods: MINT is a combined retrospective
and prospective, multicenter non-interventional study in Ger-
many, sponsored by Kyowa Kirin GmbH (2020-25-DE-POT). We
present interim analyses, conducted after at least 3-month
data were available for 40 pts. Results are descriptive; missing
data were not substituted (observed cases analysis).

Results: Mean age was 68.2+11.0 years; 18/40 pts (45.0%)
were male. 23/40 pts (57.5%) were diagnosed with SS and
17/40 pts (42.5%) with MF- further specified as classical
(12/17 pts, 70.6%), folliculotropic (2/17 pts, 11.8%), other (2/17
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pts, 11.8%) and pagetoid reticulosis (1/17 pts, 5.9%). Disease
stage was =IIB for 35/40 pts (87.5%) and =IVA for 26/40 pts
(65.0%). Median follow-up was 10.3 months. At this stage —
with only 12/40 (30%) TTNT/PFS events — median TTNT and
median PFS were both 28.9 months using KM estimates for
all 4o pts (with and without events), and both 6.2 months
for the 12 pts who showed progression and started a new
therapy (with events). The ORR was 55.0% (22/40); 56.5%
(13/23) in SS and 52.9% (9/17) in MF. Interestingly, 70.0%
(7/10) pts who developed mogamulizumab-associated rash
(MAR) responded vs. 50.0% (15/30) pts without MAR. Any-
grade treatment-emergent adverse events (TEAE) considered
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treatment-related were reported in 40.0% (16/40) pts; the
most common being drug eruption (15.0%; 6/40) and lym-
phopenia (10.0%; 4/40). 275% (11/40) pts experienced a
TEAE =Grade 3, the most common being cellulitis affecting
5.0% (2/40) pts.

Conclusion: This interim analysis of the MINT study suggests
that the effectiveness of mogamulizumab in real-world Ger-
man clinical practice is in line with efficacy and safety demon-
strated in global clinical trials.

European Journal of Cancer 19051 (2023) 113033
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