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Abstract N°: 15

Pharmacokinetics, Efficacy and Safety after Multiple Switches from Reference Adalimumab to Adalimumab
Biosimilar (CT-P17) in comparison with the Maintenance Group (Reference Adalimumab) in Patients with
Moderate-to-Severe Plaque Psoriasis: Week 27 Results from the Phase III Interchangeability Study
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Introduction & Objectives:

CT-P17 is a biosimilar to the reference adalimumab (ADA) and this study was conducted to demonstrate
interchangeability of CT-P17 with ADA.** The primary objective of the study was to demonstrate the
pharmacokinetics (PK) similarity between patients receiving ADA continuously and those who alternate between
ADA and CT-P17 in terms of area under the concentration-time curve over the dosing interval of Week 25-27
(AUCtau, 25-27) and maximum serum concentration during the dosing interval of Week 25-27 (Cmax, 25-27).

Materials & Methods:

Patients with moderate to severe plaque psoriasis received initial dose of ADA (80 mg) and ADA (40 mg) every
other week starting one week after the initial dose. Prior to dosing at Week 13, patients were randomized a 1:1
ratio to Switching group which underwent repeated switches between ADA and CT-P17 (receiving CT-P17 at
Weeks 13 and 15, ADA at Weeks 17 and 19 and CT-P17 at Weeks 21, 23 and 25) or ADA maintenance group
(received ADA until Week 25). The randomization to treatment assignment was stratified by disease activity by
PASI score at Week 13 (pre-dose); responder (=PASI75) vs. non-responder (<PASI75).

Results:

A total of 367 patients were enrolled in this study and 346 patients (Switching: 172, ADA: 174) were randomized at
Week 13. Baseline demographic and disease characteristics including stratification factors were well balanced
between Switching and ADA maintenance groups. Switching between ADA and CT-P17 and ADA maintenance
were bioequivalent, as measured by primary pharmacokinetics (PK) endpoints (AUCtau, 25-27 and Cmax, 25-27).
The 90% confidence intervals of percent ratios of least square means for the parameters were entirely contained
within the boundary of 80% to 125% (94.11, 105.08 for AUCtau, 25-27 and 95.03, 106.17 for Cmax, 25-27) and the
criterions were also well satisfied in t-value (Table 1). All secondary PK parameters (Tmax, 25-27 and Ctrough)
were also comparable between the groups. The median (minimum, maximum) Tmax, 25-27 for the Switching and
ADA maintenance groups were similar (71.83 [19.800, 240.250] and 72.00 [21.417, 335.300] hours, respectively for
Switching and ADA maintenance groups). Overall, the serum concentrations of adalimumab were generally similar
for Switching and ADA maintenance groups (Figure 1). Mean improvement in PASI score from baseline at Week



13 was 88.17%, 87.70% and 92.34%, 91.27% at Week 27 in the Switching and ADA maintenance groups,
respectively. The proportion of PASI 50/75/90/100 responders and the proportion of patients with an sPGA score
of 0 or 1 up to Week 27 was also similar between the groups (Table 2). Overall, a total of 261 TEAEs were reported
in 74 (43.0%) and 76 (43.9%) patients in the Switching and ADA maintenance groups, respectively (Table 3).
Switching between ADA and CT-P17 was well tolerated and the safety profile including immunogenicity was
similar between the groups. In addition, no notable safety issue or increase in immunogenicity was observed
following switching between ADA and CT-P17 up to Week 27.

Conclusion:

The equivalent PK and similar efficacy and safety profile support the interchangeability of CT-P17 and ADA.
Table 1. Statistical Analysis of Primary PK Parameters (AUCuy, 2527 and Coy 25.27) of Adalimumab
(ANCOVA): PK set

Ratio (%) of Criterion
Parameter Treatment n LS Mean 90% Cl 2
LS Means ! &
AUCe,, 2527 | Switching 151 | 2477520.08 (94.11,
h* s
(h*ng/mL) | Reference 158 | 2491344.67 90.45 105.08) 4396
adalimumab maintenanc
e
Comae, 25220 | Switching 157 | 8696.02 (95.03,
/mL 100.45 106.17 42.41
g/ml) Ref_erence adalimumab e | inans )
maintenance

Abbreviations: ANCOVA, analysis of covariate; AUCy, 1345, area under the concentration-time curve over the dosing
interval of Week 11-13; AUC,,, 1527, area under the concentration-time curve over the dosing interval of Week 25-27; CI,
confidence interval; Cmas, 1113, Maximum serum concentration during the dosing interval of Week 11-13; Cnay, 2527,
maximum serum concentration during the dosing interval of Week 25-27; LS, least squares; n, the number of patients with
non-missing PK parameter values; PASI, psoriasis area and severity index; PK, pharmacokinetic.
An ANCOVA was performed with the PK parameter as the dependent variable, treatment as a fixed effect, and body weight
at Week 13, natural logarithm of PASI score ratio between Week 13 and PASI score at Baseline, and AUC.,, 13.43 07 Cs 1313
for the corresponding primary endpoint as covariates. Primary PK parameters were multiplied by (protein content of the
CT-P17) / (protein content of dose received at Week 25 for each patient) in the summary for the purpose of correcting PK
parameters for protein content.
L The ratio of LS means and 90% Cls for the ratio (Switching group / Reference adalimumab maintenance group) were
calculated according to Fieller’s theorem.

% The criterion was compared to tass sss = 1.65 for AUCe. 3527 and to.ss 315=1.65 for Cmas, 25.27.

Figure 1. Mean (£SD) Serum Concentrations of Adalimumab (Linear Scale): PK set
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Note: Below lower limit of quantification (BLQ) prior to the first study drug administration (Day 1) is treated as zero (0), and
all other BLO values are set to Lower Limit of Quantification.



Table 2. Secondary Efficacy Endpoints: Safety set

Switching Reference adalimumab
(N=172) maintenance
(N=173)
Week 13
Percent improvement from baseline in PASI score
n 172 173
Mean (SD) 88.17 (17.56) 87.70 (15.60)
Patients achieving PASI response, n (%)
PASI 50 165 (95.9) 166 (96.0)
PASI 75 149 (86.6) 148 (85.5)
PASI 90 105 (61.0) 102 (59.0)
PASI 100 55(32.0) 51(29.5)
Patients with sPGA score of 0 148 (86.0) 148 (85.5)
orl, n (%)
Week 27
Percent improvement from baseline in PASI score
n 162 166
Mean (5D) 92.34 (19.24) 91.27 (15.33)

Patients achieving PASI response, n (%)

PASI 50 158 (91.9) 159 (91.9)

PASI 75 150 (87.2) 153 (88.4)

PASI 90 128 (74.4) 120 (69.4)

PASI 100 82 (47.7) 72 (41.6)
Patients with sPGA score of 0 146 (84.9) 144 (83.2)
or 1, n (%)

Abbreviations: PASI, Psoriasis Area and Severity Index; PASI 50/75/90/100, 50/75/90/100% improvement in Psoriasis Area
and Severity Index from baseline; 5D, standard deviation; sPGA, static Physician’s Global Assessment.




Table 3. Summary of Treatment-Emergent Adverse Events (Switching Period): Safety Set

Switching Reference adalimumab
(N=172) maintenance
[N=173)
Total number of TEAEs 117 144
Patients with 21 TEAE, n (%) 74 (43.0) 76 (43.9)

Study drug-related 16(39.3) 23(13.3)

Grade 23 in intensity 10 (5.8) 7 (4.0)
Total number of TESAEs 2 4
Patients with =1 TESAE, n (3) 2(1.2) 4(2.3)

Study drug-related 0 2{1.2)
Total number of TEAEs leading to study drug 1 0
discontinuation
Patients with =1 TEAE leading to study drug 1(0.6) 0
discontinuation, n (%)

Study drug-related 1(0.6) 0
Total number of TEAEs classified as ISR 8 12
Patients with =1 TEAE classified as ISR, n (%) 3(L7) 6(3.5)

Study drug-related 3(1.7) 6(3.5)
Total number of TEAEs classified as infection 32 37
Patiants with =1 TEAE classified as infaction, n 27 (15.7) 28 (16.2)
(%)

Study drug-related 4(2.3) 8 (4.5)
Total number of TEAEs classified as 0 0
hypersensitivity (including anaphylaxis)

Total number of TEAEs classified as malignancy 0 0
Total number of TEAEs classified as 0 0
demyelinating disease

Total number of TEAEs classified as heart failure 0 0
Total number of TEAEs classified as lupus-like 0 0
syndrome

Total number of TEAEs leading to death 0 0

Abbreviations: ISR, injection site reaction; TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious
adverse event.

Note: Switching Period is defined as from Week 13 dose to Week 27. The total number of TEAEs count induded events for
all patients in the safety population. At each level of summarization, patients were counted once if they reported one or
more events. Only the most severe event was counted. The event was considered to be related if the relationship was
defined as ‘possible’, ‘probable’ or “definite’.
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effect of rituximab on clinical and serological profile of all cases of pemphigus: a prospective observational
study

Anisha Biswall
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Introduction & Objectives:

Pemphigus vulgaris (PV), characterized by autoantibodies targeting desmoglein (DSG) 3 and 1, presents a
therapeutic challenge. Rituximab, in combination with corticosteroids, is a primary treatment option. This
prospective observational study investigates the impact of Rituximab on the clinical and serological profiles of
Pemphigus patients.

Materials & Methods:
Primary Objective: Assess the efficacy of Rituximab (RTX) in Pemphigus patients.
Secondary Objective: Evaluate the safety profile of RTX in Pemphigus patients.

Patients with Pemphigus, regardless of Pemphigus Disease Area Index (PDAI) scores, were enrolled with informed
consent. Efficacy was evaluated through PDAI scores, clinical responses, Visual Analogue Scale (VAS) assessments
for itching and pain, Physician Global Assessment (PGA), Dermatology Life Quality Index (DLQI), and monitoring
of adverse events (AEs) at baseline, 3, 6, and 12 months post-RTX infusion. Serum levels of anti-desmoglein (Dsg)
1 and Dsg 3 were measured at similar intervals.

Results:

Twenty-five Pemphigus patients were treated with RTX, with a mean age of 38.58 + 11.77 years and a mean
follow-up of 16.22 + 3.45 months. Significant reductions in PDAI scores, anti-Dsg 1 and Dsg 3 levels, pain severity,
and prednisolone dosages were observed within 1 to 3 months. Median time to achieve complete remission (CR)
was 3-4 months, with a median CR duration and relapse time of 9 and 12 months, respectively. Newly diagnosed
patients (NDPs) exhibited higher CR rates, longer remission durations, and lower relapse risks compared to
previously treated patients (PTPs). No infusion reactions occurred, but four patients reported side effects like facial
palsy, dental abscess, scabies, and myiasis.

Conclusion: Rituximab administration in Pemphigus patients showed favorable efficacy and safety profiles for
both NDPs and PTPs. Complete remission was typically achieved within 3-4 months. These findings underscore the
potential of RTX as a promising treatment option for Pemphigus, with implications for disease monitoring and
management.
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Real-world baseline characteristics of patients with psoriasis from Europe, the Middle East and Africa who
were treated with guselkumab or interleukin-17 inhibitors in the Psoriasis Longitudinal Assessment and
Registry (PSOLAR)
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Introduction & Objectives:

The Psoriasis Longitudinal Assessment and Registry (PSOLAR; NCT00508547) is a large, international, longitudinal,
disease-based registry that prospectively enrolled patients with psoriasis (PsO) who were receiving or were
candidates for systemic therapy. The aims of PSOLAR are to assess the long-term safety and improve
understanding of real-world biologic use in PsO. PSOLAR was initiated in 2007 and was expanded in 2018 to
include patients receiving guselkumab (GUS), an interleukin (IL)-23p19 subunit inhibitor, or IL-17 inhibitors (IL-
17i).

Materials & Methods:

Baseline demographic, disease and treatment characteristics are described for patients with PsO treated with GUS
and IL-17i from Europe, the Middle East and Africa (EMEA) enrolled in PSOLAR.

Results:

As of 12 July 2023, PSOLAR included 1019 patients from EMEA who initiated GUS (n=665) or IL-17i (n=354) prior
to or at enrolment.

Baseline characteristics were similar between groups (Table 1). Median (interquartile range [IQR]) age was 49.0
(39.0-60.0) and 50.0 (39.0-60.0) years in the GUS and IL-17i groups, respectively; both had a slightly higher
proportion of male patients (GUS: 59.8%; IL-17i: 61.4%). A high proportion of patients had body mass index
values indicating overweight (GUS: 38.3%; IL-17i: 37.9%) or obese (GUS: 35.5%; IL-17i: 37.3%) status;
approximately two-fifths of patients in both groups had a history of cardiovascular disease.

Most patients had longstanding plaque PsO, with a median (IQR) time since diagnosis of 18.5 (9.1-29.5) years in
the GUS group and 17.5 (9.6-28.1) years in the IL-17i group (Table 2). Median (IQR) PASI score was slightly
higher in the GUS group (GUS: 3.6 [0.6-11.2]; IL-17i: 2.7 [0.0-10.6]); approximately one-third of patients in both
groups had a PASI score >10. Most patients had prior biologic use (GUS group: 79.4%; IL-17i group: 85.3%). In
the GUS group, 40.5% and 38.9% of patients had used 1 or =2 prior biologics, respectively. Similarly, in the IL-17i
group, 48.6% and 36.7% had used 1 or =2 prior biologics. Most patients had prior non-biologic systemic
immunomodulator use (GUS group: 70.8%; IL-17i group: 78.2%), most commonly methotrexate and ciclosporin.

The proportion of patients self-reporting psoriatic arthritis was higher in the IL-17i group (GUS: 20.5%; IL-17i:



25.9%). Psoriasis Epidemiology Screening Tool (PEST) score distribution was similar between groups;
approximately two-thirds of patients had a score <3. Median 12-domain Psoriatic Arthritis Impact of Disease
(PsAID-12) score was low in both groups, indicating an acceptable symptom state.

Conclusion:

Baseline demographic, disease and treatment characteristics of patients enrolled in PSOLAR were largely similar
for those receiving GUS or IL-17i, and were representative of a moderate-to-severe PsO population. These
descriptive analyses may help physicians better understand the characteristics of patients with PsO prescribed
GUS or IL-17i in a real-world setting in EMEA.

Table 1. Baseline demographies, patient characteristics, and family and medical histary

Characteristic Gus IL-171
{n=665) (n=354)
Enraolment by cauntry, n {%)
Italy 151(22.7) B8 [15.2)
Czech Rapublic 89 (13.4) B4 (18.1)
Greece 31(7.7) 63 (17.8)
Slovakia 108 [16.3) 1(0.3}
Portugal 54 (8.1) 42 (11.9)
Belgium 53 (8.0] 26(7.3)
Netherlands 75 (3.8) 50 (14.1)
Spain 43 (6.5) 17 (4.8)
Austria 39 (5.9) 1(0.3}
Israel 33 (5.0 9 (2.5}
Sweden 19 (2.9 13 (3.7)
Age, n E62 352
Median age, years [IOR) 49.0(39.0-60.0} | 50.0(39.0-60.0)
Age categary, n (%) BB2 352
18-24 years 38 (5.7) 13(3.7)
2534 years 74(11.2) 46 (13.1)
35-44 years 141 (21.3) 70 (12.9)
45-54 years 154 (24.0) 91 (25.9)
5564 years 144 (21.8) 73 (20.7)
=65 years 106 [16.0) 50 [16.8)
Gender, n E&2 352
Male, n (%) 396 (59.8) 216 (51.4}
Race, n (%) 650 317
White 532 (97.3) 306 (96.5)
Black/African American 2(0.3) 1(0.3}
Asian 3 {0.5) 2 (0.5
Hispanic/Latino 4(0.6) 4(1.3)
DOther 9 {1.4) 4(1.3)
BMI. n E39 322
Medizn BMI, kg/m? {IGR) 27.7(24.5-31.4) | 28.1{25.0-31.6)
Weight class, m (%) 639 322
Underweight (BMI<18.5 kg/m?) 914 6 (1.9
Normal (18.5-24.9 kg/m?) 158 (24.7) 74 (23.0)
Overweight [25.0-29.% kg/m?) 245 [38.3) 122 [37.5)
Obesity class | (30.0-34.9 kp/m?) 155 (24.3) 77 (23.9)
Dhbesity class | {35.0-39.9 kg/m?] 45 (7.0) 29 (3.0}
Dbesity class 11l [240.0 kg/m?} 77 (4.2) 14 (4.3)
Patients reporting alcahol use, n B57 345
Never used, n (%) 726 (34.4) 102 [29.6)
Current use, n (%) 385 (58.6) 214 (62.0)
Hawve used and stopped, n (%) 46 [7.0) 29 (8.4)
Fatients reporting smoking, n B35 346
Never smoked, n (3) 304 [46.2) 134 [38.7]
Current smaker, n {%) 212 (32.2) 115(33.2)
Prior smoker but stopped, n (%) 142 (21.6) a7 (28.0)
Patients with family history, n 657 351
Psoriasis, n (%) 253 (38.5) 154 (43.9)
Psh, 1 (%) 28 [4.3) 29 (8.3)
Fatients with medical history, n 662 352
Cardiovascular dizease, n (%) 256 (38.7) 140 [39.8)
Pulmonary disease, n (%) 43 (6.5) 29(8.2)
Psychiatricillness, n (%) 70 {10.6) 51(14.5)
Hepatic diseasze, n (%) 39(5.9) 24 (6.8)
Skin cancer, n (%) 9{1.4) & (1.7}
Other types of cancer, n {%} 22(3.3) 6 (1.7}
Endocrine disorder, n (%) 108 (16.3) 58 (16.5)
1BD, n %) 11(1.7) (0.0}
Demyelinating disease, n (%) 1(0.2) 0 (0.0}
Lupus, n (%) 7(0.3) 1(0.3
Enviranmental allergy, n (%) 17 (2.6) 12(3.4)
Drug allergy, n (%) 43 [6.5) 2717.7)

BMI, body mass index; GUS, guselkumaby; IBD, inflammatory bowel disease; 1L-17i,
interleukin-17 inhibitor; 1QR, interguartile range; PsA, psoriatic arthritis.



Table 2. Disease characteristics

Characteristic Gus IL-17i
(n=665) (n=354)
Psoriasis type, n {%) BE2 353
Plague 536 (95.5) 346 (37.7)
Other £1(12.7) 33{2.3)
Time since psariasis diagnasis, years, n B33 345
Median (10R) 18.5(9.1-29.5) | 17.5(9.6-28.1)
Time since psariasis diagnasis distribution, n (%) B53 345
<2 YEars 39 (6.0} 19 (5.5)
=2 and <5 years 5017.7) 26{7.5)
25 and <10 yaars 89 (13.8) 45 (13.0)
=10 and <15 years B1(12.4} 54 (18.6)
215 and <20 years 101(15.5) 48(13.9)
=20 years 293 (44.9) 143 {41.4)
BSA score by palm method, n 624 317
Median (IQR) 6.0 (1.0-16.0) 5.0 (0.2-18.0)
Peak historical BSA score by palm method, n 276 170
MWedian (IQR) 22.0(14.0-35.0) | 24.5(13.5-40.0}
B34 scare distribution, n (%) 524 317
B5A <3 221(35.4) 139 {43.8)
B5A3-1D 190130.4) J1(22.4)
BSA 10 213(34.1) 107 {33.8)
PGA, n 636 312
Median score (IOR) 2.0(1.0-3.0) 2.011.0-3.0)
Peak histarical PGA score, n 283 154
Madian (IQR) 3.0 (3.0-4.0) 3.0(3.0-4.0
PGA scare distribution, n (%) 636 312
0 - Clear 140122.0) 77 (24.7)
1— Minimal 114117.9) 56 (17.9]
2 - Mild 101(15.9) 50(16.0
3 = Maderate 188(29.5) 86 (27.6)
4 — Marked 88 (13.8) 38 (12.2)
5— Severe 5 (0.8) 5(1.6)
PASI, n 635 316
Meadian PASI score (IQR) 3.6 (0.6-11.3) 2.7 (0.0-10.6)
PAS| score distribution, n (%) 635 316
PASI <3 294 (46.3) 163 [51.8)
PASI 3-10 153124.1) 66 (20.9)
PAS| =10 188 (29.8) 87 (27.5)
Psi (self-reported), n (%) 136 (20.5) 91(25.9)
PEST scare, n 528 274
Median PEST score {IOR) 1.0(0.0-3.0) 1.0(0.0-3.0)
FEST scare distribution, n 528 274
<3 (no referral) 369(69.9) 186 (67.9)
23 (referral to rheumatologist recommended) 155(30.1) 83 (32.1)
PaAID-12 score, n 360 138
Median PsAID-12 score (IQR) 1.5 (0.0-4.2) 1.2(0.1-3.6)
Prior biologic therapies, n (%) BES 354
1] 137 (20.6) 52 (14.7)
1 269 (40.5) 172 [4B.5)
=2 259(38.9) 130{36.7)
Frior npn-blologlc systemic immunemodulatory EES 154
therapies, n (%)*
Any 471 (70.8) 277{78.2)
Methotrexate 358 (53.8) 202 {57.1)
Ciclasparin 303 (45.8) 161 {45.5)
Other immunomodulatars) 2714.1) 27 (7.8)

*Patients may have reportad priar use af =1 immunamodulatary therapy.

BSA, body surface area; GUS, guselkumakb; IL-17i, interleukin-17 inhibitar; 1QR, interquartile
range; PASI, Psoriasis Area and Severity Index; PEST, Psoriasis Epidemiology Screening Taoal;
PGA, Physician’s Global Assessment; PsA, psoriatic arthritis; PsAID-12, 12-domain Psoriatic
Arthritis Impact of Disease.
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Abstract N°: 253
A case report of alopecia universalis effectively treated with oral Upadacitinib
Grace Wong*!, Sai Siong Wong!

LCENTRALASER Skin and Laser Centre, Hong Kong, Hong Kong
A case report of alopecia universalis effectively treated with oral Upadacitinib
Introduction & Objectives:

Alopecia universalis is the most severe form of alopecia areata, an autoimmune condition attacking hair follicles
causing nonscarring hair loss. Blocking of Janus kinase pathways involved in the disease pathogenesis may help
hair regrowth. We present a case of a 29-year-old man with alopecia universalis successfully treated with the
second-generation Janus kinase 1 inhibitor Upadacitinib. The latest literature concerning Upadacitinib for treating
alopecia universalis is also reviewed.

Materials & Methods:

A 29-year-old man presented with alopecia universalis for 10 years refractory to intralesional steroids. Physical
examination showed complete scalp hair loss (Severity of Alopecia Tool score 100%), no eyelashes, sparse
eyebrows, and hairless limbs. He had no history of atopy or systemic conditions, and was a nonsmoker and non-
drinker. Blood tests for complete blood count, renal function, liver function, lipid profile, hepatitis and tuberculosis
screening were unremarkable. Oral Upadacitinib 15mg daily was started, with a view to increase the dose if no
response was seen after 2 weeks. Follow-up visits were arranged every 2 weeks. We also summarised the
demographics and the Upadacitinib response of alopecia universalis in our patient and in the five previous case
reports (Table 1).

Results:

Table 1 shows both genders of different races were affected. The mean age was 27.8 years. All but two had
comorbidities. The mean disease duration was 2.8 years. All had failed previous topical and/or systemic therapies.
One was also treated with Adalimumab then Ustekinumab for Crohn’s disease. The Upadacitinib daily dose used in
children was 15mg and in adults was 30mg, except in our patient and the 67-year-old who were given 15mg. The
mean first clinical sign of hair regrowth was 6 weeks, and the mean complete hair regrowth was 15 weeks. All
reported hair regrowth in the scalp, eyebrows, and eyelashes. Three including our patient also had beard regrowth,
and only one reported limb hair regrowth after 28 weeks of treatment. Two maintained full hair regrowth after
treatment cessation for 2 months and 6 months respectively. There were no adverse events except one adolescent
with transient mild leukopenia. Our patient achieved first clinical signs of hair regrowth on the scalp after 2 weeks.
This was followed by eyebrow, eyelash, beard, and lastly pubic hair regrowth. The same daily dose of 15mg was
used throughout his treatment period. After 10 weeks, he had complete hair regrowth of all areas (Severity of
Alopecia Tool score 0%), except partial regrowth of beard and pubic area and no limb hair regrowth. No side
effects were noted. He stopped the medication after 20 weeks due to significant hair regrowth.

Conclusion:

Upadacitinib at a lower dose of 15 mg resulted in a rapid and effective response for alopecia universalis in our
patient. Further studies are needed to evaluate the most appropriate dose, treatment duration and long-term
safety of Upadacitinib for adults with alopecia universalis.



Table 1: Summary of case reports of the treatment of alopecia universalis with oral Upadacitinib
(UPA)

Authors
Youssef et al.
Johnston et al.
Gori et al.

Yu et al.

Kolz et al.

Present case

Table 1: Summary of case reports of the treatment of alopecia universalis with oral Upadacitinib (UPA)
Authors Age (years), | Comorbidities Disease UPA daily | Firstclinical | Complete
sex, race duration dose{mg) | sign of hair hair
regrowth regrowth)
(weeks) (weeks)
Youssef et al. 67 M, Cardiovascular 6 months 15 2 16
Caucasian disease
Johnstonetal. | 23 M, Crohn's disease 3 years 30 16 28
Caucasian
Gori et al. 23 M, Not None 4 years 30 4 12
stated
Yu et al. 9F, Asian Atopic dermatitis | 7 years 15 2 12
Kolz et al. 14 F, Atopic dermatitis | 16 months | 15 4 12
Caucasian
Present case 29 M, Asian None 10 years 15 2 10
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Abstract N°: 353

Weight Gain Secondary to the Use of Systemic Janus Kinase Inhibitors in Various Indications: A Systematic
Review and Meta-analysis

Grace Xiong*L, Eric Yul, Jaehyeong Yang!, Martin Heung?, Megan Lowe?, Mohannad Abuhilal*

IMichael G.DeGroote School of Medicine, Hamilton, Canada,°McMaster University, Hamilton, Canada, 3Queen’s

University School of Medicine, Kingston, Canada, 4Division of Dermatology, McMaster University, Hamilton,
Canada

Introduction & Objectives:

Recently, oral Janus kinase inhibitors (JAKi) and Tyrosine kinase-2 inhibitors have become increasingly popular for
the treatment of various inflammatory and hematological conditions. These include, but are not limited to alopecia
areata, psoriasis, atopic dermatitis, rheumatoid arthritis, psoriatic arthritis, ankylosing spondylitis, inflammatory
bowel disease, myelofibrosis, polycythemia vera, and graft-versus-host disease. Several adverse effects have been
documented with the use of JAKi such as acne, nausea, dyslipidemia, and herpes zoster, among others.
Interestingly, there are a growing number of reports linking the usage of oral JAKi with weight gain. In this study,
we conducted a systematic review and meta-analysis to review this possible association. The study objectives were
to examine the incidence rate, and to describe the characteristics of weight gain secondary to use of various JAKi
for all indications.

Materials & Methods:

Searches were conducted in April 2024 on Ovid MEDLINE, Embase, Web of science, Clinicaltrials.gov, and preprint
databases. 953 studies were screened by two independent reviewers according to a predetermined criteria of
which 57 eligible studies were identified. This process was repeated for 127 RCT protocols, which yielded 33
eligible trials. Inter-rater reliability was strong with a rounded Cohen’s kappa of 0.8. Data from 16,000 patients
(4774 male, 10486 female, and 740 of unreported sex) across 90 articles was extracted. The weighted mean age of
patients was 54.8 (range: 16-92). Random-effects meta-analysis was performed on RStudio, stratified by study
type with 95% confidence intervals.

Results:

Across all included studies, weight gain was reported in 5.9% (947/16000) of patients. Weight gain events were
recorded at 73.9 weeks after JAKi initiation on average. Among the 90 studies examined, 29 reported the
magnitude of weight gain showing an average of 8.6kg gain from a baseline mean weight of 63.4kg, recorded at
an average of 74.3 weeks into treatment.

In RCTs, weight gain secondary to JAKi usage across all indications was observed in 7% (95% CI: 0.04; 0.09) of
patients (Figure 1). Further subgroup analysis of RCTs found ruxolitinib to have the highest rate of weight gain at
12% (95% CI: 0.08; 0.16) followed by upadacitinib [5% (95% CI: 0.01; 0.08)] and tofacitinib [3% (95% CI: 0.01;
0.05)]. Notably, dermatologic indications had lower rates of weight gain at 4% (95% CI: 0.01; 0.06) compared to
7% (95% CI: 0.04; 0.09) for non-dermatologic indications (Figure 2).

Pooled results for observational and non-randomized studies showed substantially larger rates of weight gain, at
26% (95% CI: 0.11; 0.41) and 39% (95% CI: 0.15; 0.64), respectively (Figure 3 and 4). The larger effect sizes can be
explained by confounding variables and discrepancies between definitions of weight gain in these study designs,
compared to RCTs.


https://onlinelibrary-wiley-com.libaccess.lib.mcmaster.ca/doi/10.1111/jdv.18810
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9065106/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9065106/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3900052/

Conclusion:

Use of JAKi is associated with weight changes, particularly weight gain, which may be crucial for patient
counselling. This study’s limitations include heterogeneity between included studies and publication bias due to
underreporting of smaller effect sizes. Further investigation is necessary, and researchers are encouraged to
include weight changes in future study protocols to reduce publication bias and identify true effect sizes.

Appendix 1: Forest Plot of Included RCTs — Weight Gain

Study Events Total Proportion 95%-Cl Weight
NCTO03800979 1 19 ——— 0.05 [0.00;0.26] 2.4%
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NCT02038036 19 74 — 0.26 [0.16;0.37] 24%
NCT02955212 23 338 = 0.07 [0.04;0.10] 4.2%
NCT00509899 25 154 P 0.16 [0.11,0.23] 34%
NCTO01309737 27 763 0.04 [0.02;0.05] 4.4%
NCT00483756 27T 213 P 0.13 [0.09;0.18] 3.8%
NCT00934544 30 146 —_— 0.21 [0.14,0.28] 3.2%
NCT02706873 41 GBB L 3 0.06 [0.04;0.08] 4.4%
Random effects model 9950 < 0.07 [0.04; 0.09] 100.0%

H . - -
Heterogeneity: /° = 81%, v° = 0.0030, p < 0.01 T
01 02 03 04

Appendix 2: Forest Plot of Included RCTs — Weight Gain in Dermatology Indications

Study Events Total Proportion 95%-Cl Weight
NCTO03616184 5 47 —a—0 0.1 [0.04;0.23] 8.7%
NCT03800979 1 19— 0.05 [0.00;0.26] 7.0%
NCT01519089 1 94— 0.01 [0.00; 0.06] 38.6%
NCT02299297 2 12 = 0.17 [0.02; 0.48] 1.8%
NCT01309737 27 763 [ 0.04 [0.02; 0.05] 44.0%
Random effects model 935 <> 0.04 [0.01; 0.06] 100.0%

i . - - -
Heterogeneity: /° = 54%, v* = 0.0004, p = 0.07 T T
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Appendix 3: Forest Plot of Included Observational Studies — Weight Gain
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Abstract N°: 514

Improvements in Clinical and Patient-Reported Outcomes in Patients With Active Psoriatic Arthritis With
and Without Radiographic Progression at 1 Year: A Post Hoc Analysis From KEEPsAKE 1

Joseph F. Merola*l, Sarah Lonowskiz, Cuiyong Yue3, Huzefa Photowala3, Mark I. Kaldas3, Sergio Schwartzman?

1UT Southwestern Medical Center, Department of Dermatology and Department of Medicine, Division of
Rheumatology, Dallas, United States, 2University of Nebraska Medical Center, Department of Dermatology,

Omaha, United States, 2AbbVie Inc., North Chicago, United States, “Hospital for Special Surgery and Weill Cornell
Medical Center, Division of Rheumatology, New York, United States

Introduction & Objectives:

The modified Total Sharp Score (mTSS) is a validated instrument that measures radiographic progression and is a
clinically important measure of joint outcomes in clinical studies of rheumatoid arthritis and psoriatic arthritis
(PsA). However, the magnitude of change in mTSS that would be associated with a clinically relevant impact in
patient symptoms and function remains unclear. To better understand risankizumab’s clinical outcomes in PsA, we
evaluated clinical and patient-reported improvements and their relationship to radiographic change. In this post
hoc analysis, data from the KEEPSAKE1 trial were assessed.

Materials & Methods:

KEEPSAKE 1 (NCT03675308) is an ongoing, global, phase 3, placebo-controlled study of risankizumab 150 mg for
treatment of active PsA. Patients included in this post hoc analysis were initially randomized to receive
risankizumab and treated for 52 weeks. Radiographic progressors and non-progressors were defined as having a
change from baseline to week 52 in mTSS > 0 and = 0, respectively (mTSS range: 0-528). Clinical outcomes were
percent change from baseline to week 52 in tender joint count (TJC), swollen joint count (SJC), and Physician’s
Global Assessment (PhGA) of disease activity (L00-mm visual analog scale [VAS]). Patient-reported outcomes
(PROs) were percent change from baseline to week 52 in the Patient’s Global Assessment (PtGA), Health
Assessment Questionnaire-Disability Index (HAQ-DI), pain (100-mm VAS), and the physical and mental
components of the 36-Item Short Form Health Survey (SF-36). A mixed-model repeated measures was used to
minimize potential bias related to data with high variability or missing at random, including patients with = 1
change from baseline value and no missing data for factors and covariates in the model (subgroup [progressors vs
non-progressors], visit, subgroup x visit interaction, current use of csDMARD [0 vs =1], baseline dactylitis [yes vs
no], enthesitis [yes vs no], and psoriasis [= 3% or < 3% body surface area]. This post hoc analysis is descriptive and
formal hypothesis testing was not conducted.

Results:

A total of 430 risankizumab-treated patients were included in this analysis. At week 52, few patients showed
radiographic progression (progressors, n = 35 [8.1%]; non-progressors, n = 395 [91.9%]). Progressors had greater
clinical disease activity at baseline compared with non-progressors, as demonstrated by relatively higher TJC and
SJC (Table). However, the percent improvements with risankizumab in clinical outcomes (TJC, SJC, and PhGA) and
PROs (PtGA, HAQ-DI, pain, SF-36 [physical], and SF-36 [mental]) at week 52 were similar between the progressor
and non-progressor cohorts (Figure).

Conclusion:

Irrespective of progression status, risankizumab-treated patients with PsA experienced similar improvements in



clinical outcomes and PROs at week 52. Change in mTSS over time is a useful measure of joint outcomes and
disease progression, but these results suggest that mTSS changes may not reflect observed clinically meaningful
short-term improvement in clinical outcomes or PROs. Future research would be required to determine if
progression status over longer time periods could result in differences with regard to clinical outcomes or PROs.

Table. Baseline Characteristics for Patients Who Were Radiographic Progressors
(Change From Baseline mTSS > 0} or Non-Progressors (Change From Baseline mTSS of

< 0) at Week 52

Characteristic Progressor Non-progressor Total
(n = 35) (n = 395) (N = 430)
Duration of PsA, years
n 35 393 428
Mean (SD) 6.6 (5.6) 7.4(7.1) 7.3(7.0)
Median (range) 4.3(0.4-19.8) 4.9 (0.4-35.1) 49 (04-35.1)
TJC
Mean (SD) 27.7 (16.9) 20.2(13.8) 20.9 (14.2)
Median (range) 26 (5-61) 16 (5-68) 17 (5-68)
SJC
Mean (SD) 15.1 (8.5) 12.0(7.8) 12.2(7.9)
Median (range) 13 (5-36) 9 (5-50) 9 (5-50)
PsA, psoriatic arthritis; SJC, swollen joint count; TJC, tender joint count.
All patients were randomized to receive risankizumab 150 mg. Percentages calculated on non-missing values.




Figure. LS Mean (95% CI) Percent Change From Baseline to Week 52 in Radiographic
Progressors (Change From Baseline mTSS > 0) and Non-Progressors (Change From
Baseline mTSS of £ 0) in Measures of Clinical Outcomes (A) and PROs (B).
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csDMARD, conventional synthetic disease-modifying antirheumatic drug; HAQ-DI, Health Assessment
Questionnaire-Disability Index; MMEM, Mixed Effect Model Repeated Measures; mTS5, modified Total Sharp Score;
PGA, Physician's Global Assessment; PsA, psoriatic arthritis; PIGA, Patient's Global Assessment; SF-36, 36-ltem
Short Form Health Survey; SJC, swollen joint count; TJC, tender joint count.

MMRM analysis included subgroup (non-progressor vs progressor), visit, subgroup-by-visit interaction, use of
csDMARD (0 vs = 1), daclylitis (yes vs no), enthesitis (yes vs no), psoriasis body surface area (= 3% vs = 3%), and
patient's discontinuation status.
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Abstract N°: 538

Successful treatment of lichen planus of the skin with upadacitinib
Julia Hinterseherl, Dario Didonal, Michael Hertlt

Lphilipps Universitat Marburg, Dermatologie und Allergologie, Marburg
Introduction & Objectives:

Lichen planus is a very common inflammatory immune dermatosis that can affect the skin, mucous membranes
and skin appendages. Cutaneous lichen planus (CLP) typically presents clinically with purple, raised, polygonal,
slightly scaly and very itchy flat papules. Many different variants of CLP have been described, including CLP
exanthematicus and CLP verrucosus. The pathogenesis of CLP has not yet been fully clarified. Among other things,
it is assumed that the accumulation of T cells in the dermis, both CD4+ and CD8+, leads to the release of various
cytokines, which leads to apoptosis of the basal cells of the epidermis.

CLP can be treated with both topical corticosteroids and systemic therapies, including systemic retinoids.
Phototherapy can also be helpful. In some cases, CLP is refractory to approved systemic therapies. It has been
shown that various previously unapproved therapies can be used successfully in refractory CLP, including
interleukin (IL)-17 inhibitors and Janus kinase inhibitors (JAKIs).

Upadacitinib is a JAKI that can be used to treat several chronic inflammatory diseases, including rheumatoid
arthritis, psoriatic arthritis, atopic dermatitis and alopecia areata. JAKIs activate the signal transducers and
activators of transcription that modulate gene expression and cell function. In contrast to most biologics, JAKIs
interrupt the signaling effect of several ILs that are important for the pathophysiology of the above-mentioned
diseases.

We report on a 55-year-old patient with refractory CLP who showed no significant improvement despite treatment
with systemic retinoids and secukinumab. In this case, treatment with upadacitinib 30 mg p.o. once daily led to a
rapid improvement of the skin condition and significant relief of itching. With this case, our working group was
able to show that upadacitinib can be successfully used as a possible therapy outside the approval for refractory
CLP.
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Abstract N°: 547

Effectiveness of abrocitinib for the treatment of moderate-to-severe atopic dermatitis in patients switched
from dupilumab and/or tralokinumab: a real-world retrospective study

Samantha Keow*l, Mohannad Abuhilalt 2

IMichael G. DeGroote School of Medicine, McMaster University, Hamilton, Canada,?Division of Dermatology,
McMaster University, Hamilton, Canada

Introduction & Objectives:

Dupilumab and tralokinumab are biologic therapies approved for the treatment of moderate-to-severe atopic
dermatitis (MtS-AD). However, many patients in real-world settings either do not respond adequately to these
treatments or encounter adverse events (AEs). Abrocitinib, a Janus kinase (JAK) 1-selective inhibitor, has
demonstrated superior efficacy compared to both dupilumab and tralokinumab. Despite this, there is limited
evidence regarding the outcomes of real-world patients who have switched to abrocitinib following prior therapy
with either dupilumab or tralokinumab. Our objective is to describe the outcomes of such patients.

Materials & Methods:

We conducted a retrospective single-institution study of 25 adult patients with MtS-AD treated with abrocitinib
100 mg or 200 mg following treatment with dupilumab or tralokinumab for at least 16 weeks. The patients’
baseline demographic and clinical characteristics were recorded before treatment with biologic agents (Table 1).
Clinical outcomes at week 16 were assessed with Physician Global Assessment (PGA) and Peak Pruritus Numerical
Rating Scale (PP-NRS), as well as the achievement of = 75% improvement in the Eczema Area and Severity Index
(EASI-75).

Results:

EASI-75 was achieved by 76% of all patients, with a higher proportion of patients receiving abrocitinib 200 mg
achieving EASI 75 (88%) compared to patients receiving abrocitinib 100 mg (56%) (Table 2). While 65% of
patients achieved a PGA score of 0-1 at week 16, PGA 0 was only attained by patients who received abrocitinib
200 mg. Almost all patients receiving abrocitinib 200 mg achieved PP-NRS <4 (94%). Treatment-related AEs were
uncommon, occurring in 28% of patients throughout the 16-week period. This included acne and/or folliculitis
(8%), nausea (8%), oro-facial herpes (4%), weight gain (8%), fatigue (4%) and tremor (4%).

Conclusion:

Similar findings were observed in previous studies on patients who switched from dupliumab to abrocitinib.
However, our study is the first to evaluate outcomes in patients who switched to abrocitinib from tralokinumab.
Our findings demonstrate that abrocitinib is an effective treatment option for patients with MtS-AD who either fail
to respond to, cannot tolerate, or experience AEs with biologic therapy.

Table 1: Clinical and demographic characteristics of patients at baseline before starting biologic agents.
EASIL: Eczema Area and Severity Index, NBUVB: Narrowband Ultraviolet B, PGA: Physician Global Assessment, PP-
NRS: Peak Pruritus Numerical Rating Scale, SD: Standard Deviation



Demographic or clinical characteristics n, (%)

Age (years) mean + 5D 31.16 + 10.82
Female gender 15 (60)
Fitzpatrick skin type

. 1 3(12)

[] 2 8(32)

. 3 7(28)

. 4 416)

. 5 2(8)

. 6 1(4)
Atopic dermatitis onset

. Childhood 19 (76)

. Adult 5(20)

. Unspecified 1(4)
Other atopic diathesis

. Asthma 7(28)

[] Allergic rhinitis 6(24)
Previous non-biclogic treatment

. Phototherapy (NBUVB) 6(24)

. Oral methotrexate 11 (44)

[] Cyclosporine 3(12)
Previous biologic treatment

. Dupilumab only 19 (76)

] Tralokinumab only 5(20)

[] Dupilumab and tralokinumab 1(4)
Baseline EASI, mean (range) 20.35 (16-32)
Baseline PGA

. PGA3 11 (44)

[] PGA 4 14 (56)
Baseline PP-NRS, mean (range) 7.36 (5-10)

Table 2: Efficacy outcomes after 16 weeks of abrocitinib.EASI 75: = 75% improvement in Eczema Area and
Severity Index, PGA: Physician Global Assessment, PP-NRS: Peak Pruritus Numerical Rating Scale

Total patients Abrocitinib 200 mg Abrocitinib 100 mg
Outcome (N =25) (n=16) (n=9)
n (%) n (%) n (%)
Patients achieving EASI 75 19 (76) 14 (88) 5 (56)
Patients achieving PGA 0-1 16 (64) 14 (88) 2(22)

Patients achieving PGA 0 8(32) 8(50) 0(0)

Patients achieving PP-NRS <4 19 (76) 15 (94) 4 (44)
Patients achieving PP-NRS 0-1 8(32) 7 (44) 1(11)
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Abstract N°: 577

Omalizumab and dupilumab - successful use in a refractory case of bullous pemphigoid secondary to
nivolumab

Liana Victory*l, Gregg Murray?, Claire Quigley!, Cliona Feighery?, Ian McDonald!

IMater Misericordiae University Hospital , Dermatology , Dublin, Ireland,2Our Lady of Lourdes Hospital,
Drogheda, Dermatology , Drogheda, Ireland

Omalizumab and dupilumab - successful use in a refractory case of bullous pemphigoid secondary to
nivolumab

Introduction & Objectives:

Bullous pemphigoid secondary to immunotherapy has presented a new cohort of patients with many unique
therapeutic challenges. Greater understanding of the pathophysiology of bullous pemphigoid has led to the off
licence use of newer targeted biologic therapies. Dupilumab and omalizumab are emerging as potential safe and
effective targeted treatment options particularly in cases recalcitrant to standard treatments.

Materials & Methods:

We present the case of a 43 year old female patient, with a background history of Hodgkin’s lymphoma was
referred to the dermatology department with a two-week history of a pruritic blistering rash. She had completed
14 cycles of nivolumab.

Three months following the course of nivolumab she developed a pruritic, urticated and eczematous rash
predominantly affecting her trunk and proximal limbs. This rapidly evolved to become a widespread bullous
eruption with tense intact bullae and erosions affecting her upper thighs, back and arms.

A skin biopsy taken at this time demonstrated subepidermal bullous formation with abundant eosinophils. Direct
immunofluorescence showed linear IgG and C3 along dermal-epidermal junction. ELISA tests demonstrated
positive serum antibodies against BP-180 with an antibody titer of 193 U/ml and BP-230 with an antibody titer of
90 U/ml. These findings were consistent with a diagnosis bullous pemphigoid.

The patient was initially treated with oral prednisolone 0.5mg/kg, doxycycline 100mg twice daily and topical
clobetasol propionate. Mycophenolate mofetil 1g twice daily was added as a steroid sparing agent. Her skin
continued to blister despite treatment necessitating admission for inpatient intensive skin care and further medical
treatment. At this point the bullae and erosions involved over 70% of her body surface area with painful crusted
erosions on her back, sacrum and breasts. Despite treatment with oral prednisolone, mycophenolate mofetil, IVIig
and rituximab her condition continued to progress. She was transferred to a tertiary care centre for treatment with
six cycles of plasma exchange, which resulted in significant reduction of blistering activity.

Omalizumab 300mg alternate weeks was added at this point due to further blistering and an elevated IgE. This
resulted in significant clinical improvement noted within two weeks of commencing treatment. Unfortunately, over
the following month the patient was readmitted to hospital because of worsening blistering, pain and itch.
Dupilumab 300mg alternate weeks was added in combination with omalizumab. A decrease in itch was noted
within days of commencing dupilumab, and the patient reported feeling much more comfortable with less pain.

Results:



While the patient was on this treatment with combination omalizumab and dupilumab, she remained blister free
while allowing a continued tapering of oral prednisolone to 5mg. Interestingly a recent attempt to stop
omalizumab resulted in a pre-bullous eruption on her forearms and abdomen which subsequently resolved upon
its reintroduction.

Conclusion:

Given the many inherent risks and complications associated with immunosuppression in this patient group,
targeted therapies such as dupilumab and omalizumab may provide a safe and efficacious option, either as single
agents or in severe refractory cases such as this one, as combination therapy.
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Abstract N°: 762

Bullous pemphigoid secondary to dipepitidyl peptidase-4 inhibitors complicated by reactive perforating
dermatosis with response to dupilumab

Helena Escolél, Alvaro March Rodriguezl, Nasser Mohammad Porrasl, Ramon M Pujol Vallverd(t

IHospital del Mar, Dermatology, Barcelona

Introduction & Objectives: Bullous pemphigoid (BP) is an autoimmune blistering disease of unknown etiology.
Cases secondary to dipeptidyl peptidase-4 inhibitors (DPP4i), used for the management of diabetes mellitus
(DM), have been described. The association of BP with reactive perforating dermatosis (RPD) unrelated to DPP4i
has been previously reported in sporadic cases.

Case report: We present the case of an 81-year-old woman with a history of type Il DM treated with linagliptin.
She initially presented with intense pruritus and erosions on the trunk and limbs. Histopathological examination
revealed a lymphocytic infiltrate with eosinophils in the dermis. Direct immunofluorescence showed a linear
deposit of IgG at the basement membrane. ELISA testing revealed a concentration of anti-BP180 antibodies of 43
U/mL. With all this, the diagnosis of DPP4i-induced BP with a partial response to topical clobetasol propionate was
established. During follow-up, the patient developed new lesions on the trunk and limbs that looked like
umbilicated papules with a keratotic center. A biopsy of one lesion showed transepidermal elimination of altered
collagen and elastic fibers, compatible with RPD. After failure of treatment with topical and systemic corticoids,
topical retinoids, and UVB phototherapy, treatment with dupilumab was initiated with a significant improvement
after 6 doses.

Discussion: RPD lesions represent a cutaneous reaction to trauma due to itching. Cases of RPD associated with
DPP4i-induced BP have been described, most of them preceding the onset of BP. Dupilumab is a monoclonal
antibody against IL-4 and IL-13 that has emerged as a safe and effective treatment in moderate-to-severe forms
of BP. RPD lesions show a Th2 dermal infiltrate. For this reason, it has been proposed as an effective alternative in
the management of refractory RPD.

Conclusion: In conclusion, we present the case of a woman with DPP4i-induced BP with secondary RPD with a
good response to dupilumab.
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Abstract N°: 826

Chronic prurigo treated with dupilumab. A case series

Sara Martin Salal, Loida Galvany Rosselll, Nuria Lamas Domenechl, José Herrerias Morenol, Clara Fernandez
Sartoriol, Gisela Hebe Petitit

IHospital Dos de Maig, Dermatology, Barcelona, Spain
Introduction & Objectives:

Chronic prurigo is a neuroinflamatory dermatosis characterized by chronic pruritus (pruritus for at least 6 weeks),
scratch-associated pruriginous skin lesions and history of repeated scratching.

Dupilumab is a monoclonal human IgG antibody that inhibits the alpha subunit of the interleukin 4 receptor. It has
been used with satisfactory results in the treatment of patients with chronic prurigo.

Our objective is to review our patients with chronic prurigo treated with dupilumab in order to study its
effectiveness and safety.

Materials & Methods:
We conducted a retrospective single-center case series of six patients treated with dupilumab for chronic prurigo.
Results:

Six patients were included in this study, with ages ranging from 38 to 81 years old with a median age of 59,6 years
old. 50% were female. 50% had atopic dermatitis. 33,3% had psychiatric comorbidities.

The dose of dupilumab used was 300mg every 2 weeks with a starting dose of 600mg.

5 patients received dupilumad for at least 6 months with improvement of their skin lesions and pruritus within the
first three months.

One patient received dupilumab for eight weeks and then was switched to baricitinib due to lack of efficacy.

Before treatment with dupilumab, all patients had used topical corticosteroids and oral antihistamines. 50% had
been treated with narrowband ultraviolet B. 2 patients had used topical calcineurin inhibitors. 2 patients had been
treated with cyclosporine. 1 patient had been treated with oral corticosteroids and methotrexate.

4 patients achieved a complete (2 patients) or nearly complete (2 patients with only a single prurigo lesion)
response of their prurigo lesions. 1 patient had a partial response with less prurigo lesions but persistence of
pruritus. 1 patient did not respond to dupilumab and was switched to baricitinib with partial response.

Concomitant treatments were used in 5 patients; topical corticosteroids in 4 patients, topical calcineurin inhibitors
in 2 patients, narrowband ultraviolet B in 1 patient.

None of the patients experienced any side effect during the treatment with dupilumab.
Conclusion:

Dupilumab is an effective and safety treatment for chronic prurigo, with a rapid improvement of the pruritus and
prurigo lesions in the majority of patients and complete or nearly complete response in more than 65% of patients



in our case series.
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Abstract N°: 994

Dupilumab Induced Hair Repigmentation
Nilgun Senturkl, Omer Faruk Kurt!

10ondokuz Mayis University - Faculty of Medicine, Ttirkiye
Dupilumab Induced Hair Repigmentation
Introduction & Objectives:

Antibody-based therapies that inhibit proinflammatory cytokine signaling are commonly used in dermatology.
Paradoxically, these medications may induce or exacerbate other inflammatory conditions. Dupilumab is a
humanized monoclonal antibody that targets IL-4 and IL-13. In some studies, dupilumab has been shown to
trigger hair growth in patients with atopic dermatitis, in which specific mechanism has not been fully explained.
Herein, a patient hair repigmentation after treatment of with dupilumab will be presented.

Materials & Methods:

A 79-year-old male with the diagnoses of Atopic Dermatitis for 5 years admitted our clinic. His past medical
hyistory revealed hypertension, cholestasis and sleep disorders and medications Telmisartan for 3 years,
Ursodeoxycholic acid for 1 year and Venlafaxine for 1.5 years. For dermatologic lesions topical calcineurin
inhibitors, 10% topical urea, and bilastine was used for about 6 months. On dermatologic examination there were
nodular, chronic eczematous lesions and fewer lichenified plaques on the back and flexural extremities.

Results:

Dupilumab was started with the initial dose 600 mg, then 300 mg every 2 weeks. Two months after the start of
dupilumab treatment, he noticed repigmentation of the scalp hair in the frontoparietal and temporal regions with
increased hair dansity.

Conclusion:

Very few cases regarding the effects of dupilumab on hair repigmentation has been reported. Melanocytes
connects with numerous keratinocytes and transfer melanosomes Melanin is synthesized in the cytoplasm of
melanocytes. Substances such as ET1, nerve growth factor (NGF), a-MSH, ACTH, prostaglandin E2 (PGE2) and B
endorphins from keratinocytes play a role in melanocyte dendritization. Human skin and hair colour variations is
regulated by a-MSH. It decreases the production of proinflammatory and immunomodulatory cytokines such as
IL-1, IL-6, TNF-a, IL-2, IFN-y, IL-4, IL-13 and the expression of costimulatory molecules such as CD68, CD40, ICAM-
1 in antigen-presenting dendritic cells. Dupilumab is thought to increase the effect of a-MSH by inhibiting IL-4
and IL-13 cytokines.

Although the relationship between Dupilumab and a-MSH has not been fully explained, it may have a common
effect on cytokines. In addition, a repigmentation effect may occur with Thl suppression and IL-4 and IL-13
decrease. Further studies are required to differentiate the effect of cytokine or dupilumab.
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Abstract N°: 1058

Imsidolimab, an IL-36 Receptor Antagonist, was Effective and Well Tolerated for Treatment and
Prevention of Flares in Patients with Generalized Pustular Psoriasis: Results from the Phase 3 Trials,
GEMINI-1 and GEMINI-2

Adam Reich*l, Hervé Bachelezz, Evelyn Wen Yee Yap3, Murat Borlu?, Panlop Chakkavittumrongs, Jacek

SzepietowskiG, Anne Severtson’, Bruce Randazzo’, Priya Raina’, Khalil Saikal’, Martin Dahl’, Paul Lizzul’, Johann

Gudjonsson®

IMedical College of Rzeszow, Department of Dermatology, Rzeszow, Poland,Saint-Louis University Hospital,
Department of Dermatology, Paris, France, 3Hospital Pakar Sultanah Fatimah, Muar, Malaysia, 4Erciyes University,
Department of Dermatology, Kayseri, Turkiye, °Thammasat University, Department of Internal Medicine, Pathum
Thani, Thailand, ®Wroclaw Medical University, Department of Dermatology, Venerology and Allergology, Wroclaw,

Poland, ’AnaptysBio, San Diego, United States, 8University of Michigan, Department of Dermatology, Ann Arbor,
United States

Introduction & Objectives: Generalized pustular psoriasis (GPP) is a rare, severe disease characterized by
debilitating flares of non-infectious pustular and erythematous skin lesions, with systemic impacts that can be life-
threatening. Recurrent flares are common. The pathogenesis of GPP can be mainly attributed to excessive activity
of IL-36 pathway. Imsidolimab, an investigational IgG4 antibody, binds the IL-36 receptor and antagonizes IL-36
signaling. In the Phase 2 GALLOP trial, imsidolimab showed rapid and sustained improvements in symptoms and
pustular eruptions with an acceptable safety profile. Reported here are results from the Phase 3 trials, GEMINI-1
(NCT05352893) and GEMINI-2 (NCT05366855).

Materials & Methods: In GEMINI-1, a randomized, double-blind, placebo (PBO)-controlled, global trial,** 45
patients with GPP received a single IV dose of imsidolimab 750mg, imsidolimab 300mg, or PBO. The primary
efficacy endpoint at Wk 4 was achievement of GPP Physician Global Assessment (GPPPGA) score of clear/almost
clear (0/1) collectively across all GPP disease attributes (pustulation, erythema, scaling), a stringent and
comprehensive characterization of disease severity. Patients who were GPPPGA responders, partial responders, or
needed rescue therapy (RT) could enroll in GEMINI-2, a follow-on trial of imsidolimab 200mg SC given every 4
wks with evaluation of safety, maintenance of response and prevention of GPP flares. Responders in GEMINI-1
were re-randomized to blinded imsidolimab or PBO, while all partial responders received imsidolimab. Patients in
the GEMINI-1 PBO group who needed RT crossed into GEMINI-2 and received imsidolimab 750mg 1V followed by
200mg SC every 4 wks.

Results: GEMINI-1** GPPPGA 0/1 was achieved in 53.3% of patients in the imsidolimab 750mg group, 53.4% in
the imsidolimab 300mg group, vs 13.3% of patients on PBO. Among PBO patients that exited GEMINI-1 to receive
RT in GEMINI-2, 55.6% attained GPPPGA of 0/1 at Wk 4. GEMINI-2: None of the responders re-randomized to
imsidolimab maintenance dosing had a GPP flare, and all maintained a GPPPGA score of 0/1, while in the PBO
group, 62.5% flared (GPPPGA = 3), and 75.0% lost GPPPGA 0/1 response. None of the PBO cross-over patients
had a flare, and all maintained GPPPGA 0/1. Safety. In GEMINI-1, imsidolimab 300mg and 750mg doses were well
tolerated. All adverse events (AEs) in imsidolimab-treated patients were mild or moderate and balanced across
imsidolimab- and PBO-treated patients. No treatment-related SAEs or severe AEs were reported. In GEMINI-2,
imsidolimab 200mg SC was well tolerated. There were no SAEs leading to discontinuation, and no treatment-
related SAEs. Across the trials, there was a low incidence and no elevation of infections vs PBO. There were no
reported cases of Drug Reaction with Eosinophilia and Systemic Symptoms or Guillain-Barre syndrome. No
infusion reactions were reported. Overall, detection of anti-drug antibodies was uncommon, and none were



neutralizing.

Conclusion: Single IV doses of imsidolimab 300mg and 750mg demonstrated clinically meaningful results and
were well tolerated in patients with GPP flares. Maintenance dosing with monthly SC imsidolimab for at least 24
wks was also well tolerated, maintained GPPPGA 0/1 responses and prevented GPP flares. Targeting IL-36
signaling with imisdolimab represents a promising therapeutic option for GPP patients.
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Abstract N°: 1165

Real-world effectiveness of risankizumab in the multi-country post-marketing VALUE study: 148-week
interim analysis

Diamant Thagil, Mamitaro Ohtsukiz, Julia-Tatjana Maul3, Andrea Szegedi4, Paula Luna®, Charles Lynde6, Hongwei
Wang’, Ahmed M Soliman’, Simone Rubant’, Kim A. Papp®

1University of Lubeck, Libeck, Germany,ZJichi Medical University, Department of Dermatology, Shimotsuke, Japan,
3University Hospital of Ziirich, Department of Dermatology, Ziirich, Switzerland,*University of Debrecen,
Department of Dermatology, Debrecen, Hungary, *Hospital Aleman, Servicio de Dermatologia, Buenos Aires,
Argentina, ®Lynde Institute for Dermatology & Lynderm Research Inc, and Probity Medical Research, Markham,

Ontario, Canada, ’AbbVie, Inc., North Chicago, United States, 8Clinical Research and Probity Medical Research,
Waterloo, and University of Toronto, Toronto, Ontario, Canada

EADV 2024 Encore Abstract - Real-world effectiveness of risankizumab in the multi-country post-marketing
VALUE study: 148-week interim analysis - (IFPA 2024)

Encore (IFPA 2024)
Introduction & Objectives:

Risankizumab is an optimized IL-23 inhibitor approved for treatment of moderate-to-severe plaque psoriasis,
psoriatic arthritis, and Crohn’s disease. VALUE is an ongoing 3-year study evaluating the long-term durability of
risankizumab compared to other approved biologics(OtherBios) in patients with psoriasis in real world practice. At
100-week interim analysis, a higher proportion of patients maintained = 90% improvement in psoriasis area and
severity index (PASI 90) compared to patients in OtherBios group. This is an updated 148-week analysis. The
objective of this study is to characterize the durability of response of risankizumab compared to OtherBios in real
world practice.

Materials & Methods: VALUE is a multi-country, prospective post-marketing observational study that enrolled
patients (=18 years) with moderate-to-severe psoriasis who the treating physician decided to treat with
risankizumab or OtherBios, independent of this study and per local label, in a 2:1 ratio. Effectiveness endpoints
included absolute PASI, Dermatology Life Quality Index (DLQI), and proportions of patients achieving PASI 90 and
PASI 100, treatment Satisfaction Questionnaire for Medication (TSQM) score, and changes to treatment. Results
(database lock: 7 December 2023) are reported by modified non-responder imputation (mNRI) where patients
who switched or discontinued initiated biologic due to ineffectiveness or intolerability were judged as treatment
failures for subsequent visits. Propensity score match (PSM) with 1:1 ratio using greedy algorithm and exact match
for bio-naive/bio-experienced status was employed to account for imbalance between treatment groups. Nominal
p values are presented.

Results: Baseline demographics and characteristics were mostly comparable among 1765 (risankizumab) and 874
(OtherBios) patients enrolled in this study with a few exceptions. The risankizumab group had patients with a
higher baseline PASI (15.0 vs 13.9; p=0.004), history of psoriatic arthritis (259 [14.7%)] vs 233 [26.7%]; p<0.0001)
and were bio-experienced (870 [49.3%] vs 324 [37.1%]; p<0.0001). Most differences were balanced in the PSM set
and results from PSM set are shown below. The proportion of patients who achieved PASI 90 at week 16 and
maintained the response up to week 148 was significantly higher in the risankizumab group compared to the
OtherBios group (45.4% vs 29.6%; p=0.0002). Significantly fewer patients in the risankizumab group changed
treatment compared to the OtherBios group (10.9% vs 24.2%; p<0.0001). At week 148, patients in the



risankizumab group achieved significantly lower absolute PASI (1.4 vs 3.6; p<0.0001) compared to OtherBios
(Table). A significantly higher proportion of patients achieved PASI 90 (67.2% vs 45.3%; p<0.0001) and PASI 100
(55.2% vs 34.6%; p<0.0001) in the risankizumab group compared to OtherBios. DLQI in the risankizumab group
was significantly lower than the OtherBios group (2.5 vs 5.2; p<0.0001). Significantly higher TSQM global
satisfaction scores were reported for patients in the risankizumab group compared to the OtherBios group (86.1
vs 75.5; p<0.0001). Safety for risankizumab was consistent with previous studies.

Conclusion: This updated analysis from VALUE study demonstrates that patients treated with risankizumab
achieve higher durable clinical responses in real-world practice compared to OtherBios. This study is ongoing and
not all patients have reached week 148.

Table. Patient outcomes in 148-week VALUE update
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PASI, Psoriasis Area and Severity Index; DLQI, Dermateclegy Life Quality Index; TSQM, Treatment
Satisfaction Questionnaire for Medication; n, number; Cl, confidence interval; mMRI, modified
non responder imputation; PSM, Propensity Score Matched; *p=0.05; *p<0.01;"*p=0.0001
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Abstract N°: 1201

Efficacy and safety of secukinumab in psoriasis: Five-year real life experience
Ersoy Acerl, Hilal Kaya Erdogant, Hatice Bastirk!, Muzaffer Bilgin?, Zeynep Nurhan Saracoglu!

1Eskisehir Osmangazi University, Dermatology, Eskisehir, Tirkiye, 2Eskisehir Osmangazi University, Biostatistics,
Eskisehir, Turkiye

Introduction & Objectives: The aim of this study was to evaluate the efficacy and safety of secukinumab in
plagque psoriasis.

Materials & Methods: Data of 101 plaque psoriasis patients who received at least 16 weeks of secukinumab
treatment between June-2018 and June 2023 were retrospectively analyzed.

Results: Fifty-three (53%) of the patients were bionaive. PASI 75, 90, 100 response rates were 72%, 50%, 30%
respectively at week 16 in all patients. PASI 75 and 90 responses were higher in naive patients at weeks 16 and 28
(p<0.001, p<0.001, p<0.01, p=0.01, respectively). The percentage of the all patients with PASI < 1, <3, <5 were in
50%, 77%, 92%, respectively at week 16. They were higher in naive group than nonnaive group at weeks 16 and 28
(p=0.02, p<0.01, p=0.05, p=.0.07, p<0.01, p=0.03, respectively). In our study, 56 (56%) of the patients were
smoking. At 52 weeks, PASI 75, 90, 100 responses were statistically significantly lower in patient with smoking
(p=0.04, p=0.03, p<0.01, respectively). Mean duration of secukinumab treatment was 19.80+12.76 months.
Secukinumab was discontinued 14 (26.4%) of naive patients and 28 (58.3%) of nonnaive patients at one time of
treatment (p<0.001) The most common adverse events in patients was mucocutaneous candida infection (8%).
Twenty (20%) of the patients were received prophylaxis for inactive hepatitis B virus infection Fourty-eight (48%)
of the patients received isoniazid prophylaxis for latent tuberculosis. No hepatitis B or C reactivation and no active
tuberculosis or reactivation was observed in any of the patients during the follow-up period.

Conclusion: Secukinumab seems to be effective in plaque psoriasis particularly in bionaive and non smokers.
Moreover it is safe in patients with inactive hepatitis and tuberculosis.
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Abstract N°: 1495

Off-label oral roflumilast in dermatology: A case series

Amaia Barrutia Etxebarria*l, Aida Menéndez Parrc')nl, Rosa Maria Escribano De La Torrel, Jone Lopez Martinezl,

Javier Gimeno Castillo?, Vanesa Fatsini Blanch!, Sonia Heras Gonzalezt, Amaia Séenz Aguirre!, Ricardo Gonzalez

Pérez!

LAraba University Hospital, Dermatology Department, Vitoria-Gasteiz, Spain
Introduction & Objectives:

In recent decades, biologic therapies have revolutionized the treatment of inflammatory dermatoses such as
psoriasis and eczema. One limitation of these therapies is their high cost.

Apremilast is an oral inhibitor of the enzyme phosphodiesterase-4 (PDE4), with an immunomodulatory effect,
approved by the European Medicines Agency (EMA) for psoriasis, psoriatic arthritis and Behcet's disease.
Roflumilast is another PDE4 inhibitor, approved by the EMA to reduce the risk of exacerbations in chronic
obstructive pulmonary disease (COPD) and chronic bronchitis phenotype. Topical roflumilast 0.3% was approved
by the Food and Drug Administration (FDA) in 2022 in the treatment of plaque psoriasis and in 2023 in seborrheic
dermatitis.

Due to its safety profile, simple dosing and low cost, roflumilast has been used orally off-label in inflammatory
dermatoses such as plaque psoriasis, hidradenitis suppurativa, nummular eczema and lichen planus. Herein, we
present our experience with roflumilast off-label in a total of 9 patients with cutaneous inflammatory diseases.

Materials & Methods:

We collected data on the 9 patients treated with oral roflumilast off-label in our department, with the aim of
assessing the safety and effectiveness of this drug in dermatological pathologies.

Results:

We collected a total of 9 patients treated with oral roflumilast 500mg per day, with a mean age of 57 years, 4
patients with eczema and 5 patients with psoriasis. All patients had received multiple topical treatments prior to
the initiation of oral roflumilast, and half of them had also undergone treatment with other systemic drugs.
Seventy-eight percent of the patients presented partial improvement of the skin lesions, with two patients
presenting complete resolution. Seven of the nine patients had to discontinue treatment due to adverse effects,
five due to gastrointestinal intolerance (feeling of fullness, diarrhea), one due to insomnia and one due to
agitation. 1 patient abandoned treatment due to lack of improvement. 1 patient maintains treatment at present
with no adverse effects.

Conclusion:

In our series, oral roflumilast was partially effective in 78% of patients with inflammatory dermatoses. However, the
vast majority of these patients had to discontinue treatment due to adverse effects, the most frequent being
gastrointestinal alterations.

New studies with a larger sample of patients are needed to evaluate the effectiveness and safety of this drug in
dermatology.



EADV Congress 2024, Amsterdam
25 SEPTEMBER - 28 SEPTEMBER 2024
POWERED BY M-ANAGE.COM
ava



E/N\ CONGRESS
DV

%2% AMSTERDAM 25-28 SEPTEMBER 2024

Abstract N°: 1619

Systemic Targeted Therapies in Patients with Relapsed/Refractory Advanced Stage Cutaneous T-cell
Lymphoma: A Real-World Single-Centre Case Series

Signe Hedebo Hansen*L 2, Martin Bjerregard Pederser? 3, Aska DrjIevic—NieIsenl, Lise Lindahlz, Francesco
D’amore? 3, Claus Johansen® 2, Lars Iversen?, Rikke Bechl 2

1Aarhus University Hospital, Department of dermatology, Aarhus, Denmark,2Aarhus University, Department of

Clinical Medicine, Aarhus, Denmark, >Aarhus University Hospital, Department of hematology, Aarhus, Denmark
Introduction & Objectives:

Cutaneous T-cell ymphomas (CTCLs), including mycosis fungoides (MF) and Sézary syndrome (SS), are rare skin-
homing T-cell cancers with variable prognoses depending on subtype and disease stage. Systemic treatments
targeting surface proteins on malignant T-cells, such as Mogamulizumab, Brentuximab Vedotin (BV), and
Alemtuzumab, have shown varying efficacy in advanced relapsed/refractory (R/R) CTCLs. This retrospective study
evaluates the effectiveness of these treatments in a real-world clinical setting.

Materials & Methods:

A retrospective cohort case series evaluated real-world outcomes of patients with R/R cutaneous T-cell
lymphomas treated with intravenous systemic targeted therapies. This single-center retrospective cohort study
analyzed adult patients with histopathologically confirmed CTCLs treated with Mogamulizumab, BV, or
Alemtuzumab from 2013 to 2023. Patients were classified according to WHO-EORTC criteria, and treatment
decisions were made in multidisciplinary team conferences. Clinico-pathologic data were extracted from electronic
medical records. Treatment response, time to progression (TTP), and overall survival (OS) were assessed.

Results:

Twenty-seven patients were included, with 20 males and a median age of 72 years. Mogamulizumab (n=6)
achieved an overall response rate (ORR) of 78%, with 33% sustaining complete remission (CR). BV (n=12)
demonstrated an ORR of 65%, with 12% sustaining CR. Alemtuzumab (n=15) showed an ORR of 61%, with 22%
sustaining CR. Median TTP varied: 2.5 months for Mogamulizumab, 4 months for BV, and 11 months for
Alemtuzumab.

Conclusion:

Mogamulizumab, BV, and Alemtuzumab show efficacy in advanced CTCLs, with variable response rates and TTP.
This study highlights the importance of real-world data in guiding therapeutic strategies for CTCL patients. Further
research is needed to optimize treatment regimens and improve outcomes in this challenging disease. Our study
demonstrates the effectiveness of the therapies described, with emphasis on the promising results observed with
Alemtuzumab administered in a low-dose protocol. Particularly noteworthy is the unique perspective this paper
offers on the complexities of clinical practice when managing advanced-stage R/R CTCL cases. Understanding
these challenges is crucial for tailoring treatment approaches to individual patients, considering factors such as
disease stage, surface marker profile of the cutaneous T-cell lymphoma and the malignant T-cell clone.



Table 2. Overall response rate according to systemic targeted treatment
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treatment (vears)®
Comorbidities
Cardiac/vascular disease
Diabetes
Sccondary hematologic malignancy
Secondary non-hematologic malignancy
Other
Previous systemic treatment regimens *
Involvement
Skin only
Extracutaneous disease (blood, lymph
nodes, bone marrow, viscera)
Blood involvement
BO
Bl
B2
Treatment duration (months)*
No. of treatment series *
No. of responses
Complete response
Partial responsc
No response to therapy
Overall response rate
Nao progression
Time to progression” (months)
MAR
PN

Mogamulizumab
[
64,5 (59-74)

350
35

6.5 (2-72)

9
1
6
2
T(78)
ENEE)]

2.5(0-B)
35

Brentuximab Vedotin
12
T3 (59-84)

9(75)
3(25)

11 {65}
2{12)
4 (0-9a)

325

Abbreviations: a, median. MAR, Mogamulizumab associated rash. PN, Peripheral neuropathy.

Alemtuzumab
15
T3 (59-82)

10 (83)
5(17)

4
4
7

101-2)
18

4

7

7

11 (61)
4(22)

11 (0-4E8)
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Abstract N°: 1647

Super response to an inconsistent administration of tildrakizumab in a biologic-naive obese patient: A case
report

Bianca-Rodica Ivascul, Alexandra-Maria AIexel, Andreea Vasilel, Carmen Cureal

1Colentina Clinical Hospital , Iind Department, Bucharest, Romania
Introduction & Objectives:

Commonly acknowledged as a chronic inflammatory skin disease, psoriasis can be associated with multisystemic
disorders. Obesity is a frequently occurring coexisting condition in patients with psoriasis, where adipokines are
also involved. Adiponectin, with its anti-inflammatory role, is decreased in obese patients, while leptin and resistin,
on the other hand, stimulate the production of pro-inflammatory cytokines (IL-6, IL-12, TNF-alpha).

Biologics are now the effective treatment for moderate-to-severe psoriasis and among these, the latest additions
are II-23 inhibitors (tildrakizumab, risankizumab, guselkumab) and IL-17 inhibitors (secukinumab, ixekizumab,
bimekizumab, brodalumab). The extended interval between doses after the first month in tildrakizumab’s
treatment regimen represents an important asset within the IL-23 inhibitors class.

However, even though the treatment is based on general guidelines and standard dosing regimens, the aspect of
dose customization dependent on the patient should be taken into consideration. Research has shown that the
safely decrease of the dosing interval of older generations of biologics such as adalimumab, etanercept and
ustekinumab in patients with low disease activity could have considerable potential. Therefore, a new question
mark has emerged regarding the dose reduction of IL-23 and IL-17 inhibitors.

Materials & Methods:

We present a 34-year-old Caucasian male who sought medical guidance at our clinic for multiple cutaneous
plaques which were erythematous, symmetrically and generally distributed, with sharply defined margins and
silvery scale on the surface, ranging from 0.5 to more than 11 cm in diameter. The onset of psoriasis was in 2018,
with histopathological confirmation being made in 2022.

The PASI score of 18.7 and DLQI of 25 indicate that the patient’s psoriasis is classified as severe. The personal
history includes grade 1 obesity and voluntary weight loss of approximately 8 kg over the past 3 months. Also, the
patient has never undergone treatment with biologic therapy.

After undergoing narrowband UVB phototherapy and systemic treatment involving methotrexate with
unsatisfactory results, it was decided to initiate tildrakizumab therapy in September 2022.

Results:

Following the administration of only two doses during the initiation period (at weeks 0 and 4), the patient did not
revisit the clinic for six months. However, the PASI score recorded was 4.8 and DLQI stood at 2 in March 2023.
After this episode, due to personal reasons, the patient came back again in February 2024 after a break of more
than 11 months once again. The new PASI score detected was 1, and the DLQI was 0.

Conclusion:

Considering the excellent response of the patient following inconsistent administration at significantly extended



intervals compared to the prospectus, the administration frequency of IL-23 inhibitors should be studied
thoroughly. Moreover, tildrakizumab could potentially have a significant effect on lowering adipokine levels
(resistin and leptin) in patients affected by psoriasis and obesity. Therefore, the selection of the optimal treatment
based on various characteristics of patients with a particular condition should be personalized, rather than based
solely on the disease itself.
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Abstract N°: 1756

New-onset cutaneous vasculitis after Covid-19 vaccination: a systemic review
Priyanka Hemrajani*!, Pankaj Garg?, Mona Sharmal, Somesh Gupta®

1pGIMSR-ESIC, Dermatology, New Delhi, India, 2Garg Fistula Research Institute Hospital, surgery, Panchkula, India,
3AIIMS Hospital, New Delhi, India

Introduction & Objectives:

Several vaccines have been utilized during COVID-19 pandemic. These vaccines had a wide spectrum of side-
effects. A systemic review was done to ascertain the development of new-onset cutaneous vasculitis after post
covid-19 vaccination.

Objective:To ascertain the types of cutaneous vasculitis developing after post covid-19 vaccination, their
association with different vaccines, associated systemic features, and outcome of cutaneous illness

Materials & Methods:

PROSPERO Identifier: CRD42022340901

All studies published between January 2021 to May 2022 which reported
vasculitis after covid-19 vaccination were screened. Out of these, the studies
which reported new onset cutaneous vasculitis were included.

Analysis was done for type of vaccine, time of appearance of cutaneous
vasculitis, clinical-histopathologic type, treatment given, and outcome.
Results:

822 were screened, out of which 92 studies reported vasculitis after post-covid 19 vaccination. Finally, 42 studies
(82 patients) reporting new-onset cutaneous vasculitis were included in the analysis.

Out of 82 patients, 49 were females.

There were 8 different groups of vasculitis observed amongst which most common vasculitis new-onset vessel
vasculitis(51/82-62.2%) followed by IgA vasculitis(18/82-21.9%).

The BNT162b2 (Pfizer mRNA) vaccine was most commonly associated with new-onset cutaneous vasculitis (31/82
patients) followed by Astrazaneca (26 /82patients). Most cases occurred after 1st dose of vaccine (54 patients)

Systemic involvement in the form of arthralgia, fever and abdominal pain was observed in 21/82 (26%) patients
but it couldn’t be ascertained as whether these symptoms were due to vasculitis or due to vaccination.

Recovery rate was very good. All cases recovered with either topical or short course of oral steroids, NSAIDS and
antihistamines, and none of the cases progressed to systemic vasculitis.

Conclusion:



New-onset cutaneous vasculitis after post-covid vaccination is not infrequent. It is benign as all the cases
recovered with a short course of steroids and symptomatic treatment. Cutaneous vascultis after covid vaccination
usually doesn’t progress to systemic vasculitis.
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Abstract N°: 1855

Successful treatment of recalcitrant pityriasis rubra pilaris and hidradenitis suppurativa with brodalumab
(anti-IL-17) - a case report

Maria Cristina Fialho*l, Mafalda Pestanal, Joana Cabetel” 2, Emanuel Carvalheiro Marquesl' 2

1Santo Antonio dos Capuchos Hospital, Saint Joseph’s Local Health Unit, Dermatology and Venereology

Department, Lisboa, Portugal, ZNOVA Medical School, Nova University, Department of de Dermatology and
Venereology, Lisbon, Portugal

Introduction: IL-17 is a proinflammatory cytokine involved in the pathophysiology of multiple inflammatory skin
conditions, such as pityriasis rubra pilaris (PRP) and hidradenitis suppurativa (HS), among others. For that reason,
anti-IL-17 therapies are now approved for the treatment of HS; however, they are not yet approved for PRP.
Brodalumab is a monoclonal antibody that blocks the A subunit of the IL-17 receptor; its use has already been
described in patients with refractory PRP and HS.

Case report: We present a case of a 43-year-old man with a history of chronic hepatitis B infection and
depression, who was referred to our center with generalized erythematous confluent plaques with scaling in more
than 90% of his body surface area. He claimed his lesions had a fluctuating course since his childhood. After
histological confirmation, a diagnosis of PRP (type III) was made. It partially responded to acitretin and systemic
prednisolone at first, but multiple flares occurred over time, with periods of erythroderma. He concomitantly
suffered from HS since he was 36 years old - lesions were located on both axillas, groins and gluteal regions, and
these were classified as Hurley 3, HS-PGA 3, IHS4 10, DLQI 13. Multiple antibiotic regimens failed to adequately
control the disease. He was first treated with infliximab, but this had to be discontinued after a period of 10
months due to lack of response. Brodalumab was then commenced, starting with a loading dose of 210 mg at
weeks 0, 1 and 2 followed by a 210 mg administration every two weeks. A clear response of both diseases was
noticed after 12 weeks of treatment, which is maintained after a one year follow-up: IHS4 0, HS-PGA 0, regarding
his PRP he currently presents with only mild scaling, no erythema, DLQI 7. He subsequently underwent a wide
excision of his HS lesions of both axillary regions, one of the procedures while being treated with brodalumab,
both with no complications reported.

Discussion: We report the case of a patient with PRP and HS who was successfully treated with brodalumab.
Studies have demonstrated quick and meaningful clinical responses of PRP (within 8 and 10 weeks) and HS (at 12
and 24 weeks) to brodalumab. Likewise, considerable improvement of both skin conditions in our patient was
achieved after 12 weeks of treatment and maintained after one year. A weekly administration of brodalumab in
cases of HS has proved very efficient - disease control has been achieved sooner compared to the standard
psoriasis regimen; still, differences were neglectible at week 24. We demonstrate an early response with the
standard psoriasis administration interval. We also report no adverse events, which is in accordance with the
favorable safety profile found in the literature.

A comprehensive understanding of the pathophysiology behind each inflammatory disease is mandatory in order
to implement effective and safe therapies.
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Abstract N°: 1863

Insights into the Therapeutic Potential of CCR4 therapies targeting in T-Cell Malignancies: a glance of the
current state.

Corrado Zengarini*l' 2, Alba Guglielmoz' 3, Martina Mussit 2, Claudio Agostinelliz' 4 Giovanna Motta?, Elena
Sabattini% 4, Bianca Piraccini™ 2, Alessandro Pileril: 2

L[RCCS Azienda Ospedaliero-Universitaria di Bologna, Unita di Dermatologia, Bologna, Italy,2University of
Bologna, Department of Medical and Surgical Sciences, Bologna, 3Azienda Sanitaria Universitaria Friuli Centrale

(ASU FC), Dermatologia, Udine, Italy, 4IRCCS Azienda Ospedaliero-Universitaria di Bologna, Haematopathology
Unit, Bologna, Italy

Introduction & Objectives:

This work provides a brief overview of the therapeutic landscape surrounding CCR4 targeting in T-cell
malignancies. We aimed to report therapies already validated, in development, currently being tested, or about to
be tested around CCR4, which appears to be a fundamental signalling pathway for the development and
malignancy of cutaneous lymphomas (CTCLs).

Materials & Methods:

We have gathered data from the literature through the main medical database, including monoclonal antibodies,
small molecule inhibitors, and chimeric antigen receptor (CAR) T-cell therapy.

Results:

Except for the well-known mogamolizumab, for which real-life data remain solid and promising, there are few
CCR4-targeted therapies with at least promising clinical trials.

A series of small soluble inhibitory molecules capable of binding effectively to the receptor are emerging, but in
most cases, they do not go beyond pre-clinical studies. However, CAR-T therapy with engineered CCR4 holds
significant promise, offering a beacon of hope in the treatment of T-cell malignancies. The potential of
chloroquine towards this receptor seems exclusively theoretical. Finally, some real-life data on mogamolizumab
associated with checkpoint inhibitors are reported, but it remains a currently controversial therapy.

Conclusion:

As of now, the only therapy with a solid basis for CCR4-based oncological treatment remains mogamolizumab.
CAR-T therapy, with its promising potential, is on the horizon. However, in the short term, we do not expect the
release of therapies based on soluble antagonists.
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Abstract N°: 2013

Cost and Access Changes Noted with TNFa Inhibitor Biosimilars Entering the Market
Joseph Visingardi*!, Bryan Sherwood?

1Albany Medical College, Albany, United States, 2Dartmouth-Hitchcock Medical Center, Department or
Dermatology, Lebanon, United States

Introduction & Objectives:

Biologics, including adalimumab, are some of the most expensive medications in the US. This study set out to
predict the changes in pricing and access to adalimumab after losing patent exclusivity by investigating other
biosimilars that have lost exclusivity.

Materials & Methods:

Center for Medicare Services (CMS) Medicare spending data from 2017 to 2021 was utilized to investigate market
trends for several branded biologics and their biosimilars. Changes in cost per unit, total beneficiaries on the
brand and change in total beneficiaries on brand or biosimilar were analyzed.

Results:

Over this time frame with no competitor, branded adalimumab had a 72% cost per unit increase and 23% increase
in total beneficiaries. Branded infliximab with competitors had a 53% cost reduction, 26% reduction of
beneficiaries on the branded medication and a 1% decrease in beneficiaries on any form of infliximab branded or
biosimilar.

Other medications that lost exclusivity saw changes as follows:

Branded bevacizumab: 11% cost decrease per unit, 30% decrease in brand beneficiaries, 19% drop in overall
bevacizumab patients.

Branded pedfilgrastim: 11% cost increase per unit, 50% decrease in brand beneficiaries, 0.4% increase in overall
patients.

Branded filgrastim: 8% cost increase per unit, 69% decrease in brand beneficiaries, 19% increase in overall
patients.

Branded epoetin alfa: 7% cost increase per unit, 34% decrease in brand beneficiaries, 10% increase in overall
patients.

Branded rituximab: 6% cost decrease per unit, 48% decrease in brand beneficiaries, 5% decrease in overall
patients.

Branded trastuzumab: 13% cost decrease per unit, 90% decrease in brand beneficiaries, 20% increase in overall
patients.

Conclusion:

The trends seen here indicate that biologics losing exclusivity, such as adalimumab, lead to a cost decrease with a
loss in market share as expected. However, it is unknown if accessibility and affordability of these medications is



changing as a corresponding increase in total beneficiaries on any form of the medication is not seen as might be
expected with lower cost alternatives entering the market.
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Abstract N°: 2099

Skin-Targeted PD-1 Agonists for Localized Inmunosuppression in Atopic Dermatitis

Adam Curnock*l, David Overtonl, Randeep Singhl, Charlotte Viantl, Bakhtbilland Kahnl, Ohannes Mazigil, Fiona

McCann?, Susan Aungier?, Jae-Eun Leel, Cristina Oca-Ramirez!, Gloria Mesa-Gil', Richard Suckling!, Vijaykumar

Karuppiahl, Tamara AIeksicl, Tara Mahonl, Hussein Al-Mossawil

mmunocore Limited, Oxford, United Kingdom
Introduction & Objectives:

T cells, particularly CD4 T helper cells, have a central role in the pathogenesis of atopic dermatitis (AD). They
respond to allergens in an environment created by a compromised skin barrier and orchestrate the atopic
inflammatory response. A range of immunosuppressive and immunomodulatory drugs are currently used to treat
moderate to severe AD, but all are systemically active and are associated with significant adverse effects, some
severe. The PD-1 receptor is a key immune checkpoint that primarily restrains T cell responses. PD-1 inhibitory
signals regulate the threshold for T cell activation to limit effector T cell responses, facilitate resolution of
inflammation and establish T cell tolerance. Recent data has highlighted the importance of the PD-1 pathway in
regulating skin immunity.

We have published proof of concept studies demonstrating the ability of cell-tethered PD-1 agonist bispecifics to
mimic the natural ligand, PD-L1, by facilitating the co-localization and clustering of PD-1 with the TCR complex at
the target cell: T cell interface. This leads to the inhibition of TCR signaling and suppression of T cell responses.
Non-tethered PD-1 agonist bispecifics are inactive, therefore this approach could deliver localized T cell inhibition
while avoiding systemic effects.

Materials & Methods:

We now describe the development of skin - targeted PD-1 agonist bispecifics as a novel strategy to treat
inflammatory skin diseases. We have engineered PD-1 agonist antibodies that are non-competitive with the
ligands PD-L1 and PD-L2. These are fused to a high affinity targeting domain against an abundant target found on
skin antigen presenting cells (APCs) and a silenced Fc domain for half-life extension.

Results:

Target engagement studies in human skin explants demonstrate specific binding of a fluorescently labelled, skin-
targeted PD-1 agonist bispecific to skin APCs in healthy and AD skin. We show that skin-directed PD-1 agonist
bispecifics, when bound to APCs, potently inhibit TCR activation in a Jurkat PD-1 reporter line and cytokine release
in primary human CD4 T cells, whilst untethered bipecifics are inactive. In a model using primary monocyte-
derived Langerhan’s (MoLCs) cells, the bispecifics bind to the MoLCs and potently inhibit MoLC-stimulated T cell
activation. The PD-1 agonist bispecifics act additively with PD-L1 and PD-L2, that are endogenously expressed on
moLCs, to provide enhanced T cell suppression. Furthermore, chronic stimulation of CD4 T cells with SEB-loaded
APCs in the presence of skin-targeted PD-1 agonist bispecific, followed by washout and restimulation in the
absence of bispecific, leads to enhanced CD4 T cell exhaustion.

Conclusion:

These studies show the potential for skin-targeted PD-1 agonist bispecifics to provide localized and prolonged
inhibition of inflammatory T cells in the skin, whilst avoiding systemic immunosuppression.
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Abstract N°: 2101

ALPHA-STAR, a Phase 1b/2 Clinical Trial of Single and Multiple Doses of STAR-0215 in Patients with
Hereditary Angioedema: Initial Safety and Efficacy Outcomes

Marcus Maurer*l, Adil Adatiaz, Henry Li3, Karl Sitz*, William Lumry5, Joshua Jacobse, Weily Soong7, William Yangs,
Michael Manningg, Raffi Tachdjianlo, Mark Ried'?, Timothy Craiglz, James Wedner!3, Don McNeil'4, Tina Merritt!5,
Jessica Best16, Kristin Bernard16, Theodora Cohen16, Christopher Morabitol6, Aleena Banerji17

ICharité - Universitatsmedizin Berlin Institute of Allergology IFA , Berlin, Germany,?University of Alberta,
Edmonton, AB, Canada, 3Institute For Asthma & Allergy, Chevy Chase, MD, United States, *Little Rock Allergy &
Asthma Clinic, Little Rock, AR, United States, °Medical City Children’s Hospital, Dallas, TX, United States, ®Allergy
and Asthma Medical Group, Walnut Creek, CA, United States, 7AllerVie Health, Birmingham, AL, United States,
80ttawa Allergy Research Corporation, Ottawa, ON, Canada, °University of Arizona, Phoenix, AZ, United States,
10University of California, Los Angeles, Santa Monica, CA, United States,11UC San Diego, San Diego, CA, United
States, 12Penn State Health Allergy, Asthma and Immunology, Hershey, PA, United States,13Washington University
Physicians, St. Louis, MO, United States, 140hio Health, Columbus, OH, United States, 15AIIergy and Asthma Clinic

of NW Arkansas, United States, 16Astria Therapeutics, Boston, MA, United States, 17Massachusetts General
Hospital, Boston, MA, United States

Introduction & Objectives: Hereditary Angioedema (HAE) is a rare, inherited disease that causes recurrent
edema of cutaneous surfaces and mucosa of the upper airway and gastrointestinal tract, which impinge on quality
of life, and can be life-threatening when affecting the upper airway. STAR-0215 is an investigational humanized
immunoglobulin G1 monoclonal antibody inhibitor of plasma kallikrein with long-lasting activity enabled by a
YTE-modified Fc domain. ALPHA-STAR (NCT05695248) is an ongoing Phase 1b/2 clinical trial in patients with HAE,
evaluating the safety, tolerability (primary endpoints), efficacy, pharmacokinetics, pharmacodynamics, and
immunogenicity (secondary endpoints) after subcutaneous administration of single and multiple doses of STAR-
0215.

Materials & Methods: Adults (n=16) with HAE Type 1 and 2, reporting = 2 HAE attacks during the 8-week run-in
period, were sequentially assigned to receive STAR-0215 subcutaneously. Participants were recruited into 3 dose

cohorts, Cohort 1: 450 mg (day 1); Cohort 2: 600 mg (day 1), 300 mg (day 84); Cohort 3: 600 mg (day 1), 600 mg

(day 28) and followed for 6 months after the last injection. Results reported here are from an initial analysis (data
cut-off 13-Mar-2024).

Results: The mean age (SD) of study participants across all three cohorts was 46 (20) years, 56% were female, and
88% had Type 1 HAE. Safety and efficacy outcomes are based on 6.5 patient years (PY) of accumulated follow-up
(individual follow-up at the time of data cut-off is shown in Figure 1). Treatment-emergent adverse events (TEAEs)
occurred in 13 (81%) participants and related TEAEs occurred in 2 (13%) participants who received STAR-0215. No
serious TEAEs and no treatment discontinuations were reported (Table 1). In Cohort 1 (n=4), mean/median
baseline attack rate per month was 2.7/2.9 and decreased to 0.22/0.18 post treatment, the mean (median) percent
reduction from baseline was 84% (94%). In Cohort 2 (n=6), mean/median baseline attack rates decreased from
2.3/1.9 to 0.13/0.0, the mean (median) percent reduction from baseline was 93% (100%). In Cohort 3 (n=6),
mean/median baseline attack rate was 1.8/1.7 which decreased to 0.16/0.0 post STAR-0215 treatment, the mean
(median) percent reduction from baseline was 90% (100%). For the first 3 months, 50%, 67%, and 50% of
participants with available follow-up were HAE attack-free in Cohorts 1-3, respectively. There were no severe HAE
attacks during the treatment phase (Figure 1).



Conclusion: This initial analysis of the ongoing ALPHA-STAR clinical trial demonstrated that STAR-0215 has a
favorable safety profile with reductions in HAE attack frequency and severity. STAR-0215, a monoclonal antibody
inhibitor of plasma kallikrein, has the potential to offer effective long-acting prevention of HAE attacks sustained
for up to 6 months, supporting progression into Phase 3 to evaluate effectiveness of every 3- and 6-month
administration.

Figure 1. HAE attacks for each ALPHA-STAR participant (initial analysis)
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Figure Legend:

Solid boxes around each Cohort indicate 6-month period after the last injection, dashed lines indicate STAR-0215
administration in** Cohort 1: 450 mg (day 1); Cohort 2: 600 mg (day 1), 300 mg (day 84); Cohort 3: 600 mg (day
1), 600 mg (day 28). Vertical lines indicate efficacy analyses at Day 84 (3 months) and Day 168 (6

months). Thickness of vertical bars indicate various duration of discrete HAE attacks.

Table 1. Cumulative safety in ALPHA-STAR participant (6.5 PY as of March 13, 2024)

ALPHA-STAR participants
System Organ Class Preferred term® COHORT 1 COHORT2 | COHORT3 ALL
(N=4) (N=6) (N=6) (N=16)
MNumber of subjects with at least 1 TEAE, n (%) 4 (100) 3(50) 6 (100) 13(81)
[Subjects with a related TEAE n (%) 0 1(16.6) 1(16.6) 2012.5)
[Subjects with a serious TEAE n (3) o o] o] o]
Number of TEAEs 20 3 9 32
Mumber of related TEAES 0 1 1
MNumber of serious TEAEs o o] o]
Mumber of TEAEs leading to study [i] [i]
discontinuation
ITEAEs accurring in 2 or mare participants
MNasopharyngitis n (2] 1(25) 1(16.6) 1116.6) 3(18.75)
Contusion n (%) 2 (50) [i] [i] 2(12.5)
Headache n (%) 2 (50) 0 0 2(12.5)
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Abstract N°: 2269

Treatment with Tildrakizumab in a patient with psoriasis and silicosis

Ana Serrano Ordc')ﬁezl, Irene Lopez Riquelmel, Eduardo Lopez Veral, Gloria Calvo Morenol, Maria Dolores

Fernandez Ballesteros?, Leandro Martinezt

IHospital Regional Universitario de Malaga, Dermatology, Malaga, Spain
Introduction & Objectives:

Silicosis is an occupational lung disease caused by inhalation of free crystalline silica, and can lead to progressive
massive fibrosis. There is no specific treatment, and the associated morbidity and mortality are high.

There are several therapies indicated for psoriasis, and patients’ comorbidities should be considered to choose the
most adequate alternative.

Materials & Methods:

We present the case of a patient with psoriasis and history of chronic severe silicosis that has received treatment
with Tildrakizumab, with good response and no worsening of silicosis.

Results:

A 60-year-old man was referred to the Dermatology department with a 3-month history of generalized
erythematous and descamative plaques. His medical history was remarkable for silicosis in constant care by
Pneumology.

Physical examination revealed psoriasis plaques on the trunk, upper and lower limbs, as well as in the scalp.
Treatment with dimethylfumarate was initiated and the patient maintained a good response for one year without
adverse effects. However, during follow-up he presented with new lesions that did not respond to added topical
treatment. As a consequence of loss of efficacy, treatment was changed to a biologic therapy, and Tildrakizumab
was started after Pneumology approval.

The patient had worked for 22 years as sandblaster with silica sand, with diagnosis of silicosis in 2008. Radiology
images showed progressive massive fibrosis, with calcified mediastinal adenopathies and biapical silicotic
conglomerates. In addition, he suffered from frequent bacterial superinfections and required antibiotic treatment.

After 8 months of treatment with Tildrakizumab the patient presented complete clearance of psoriasis plaques
and silicosis remained stable, without increment on fibrosis or bacterial infections.

Conclusion:

Psoriasis is a systemic inflammatory disease, and currently there are several treatment alternatives. For this reason,
it is important to take into account the characteristics and comorbidities of each patient while choosing a
treatment.

To our knowledge, this is the first case reported of treatment with Tildrakizumab in a patient with silicosis. It has
been described the development of accelerated silicosis in a patient whilst on TNF-inhibitor therapy, so treatment
with IL23 inhibitors were preferred in our patient. Treatment has been maintained for 8 months now with close
monitoring, with good clinical response and without worsening of his previous disease.
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Abstract N°: 2292

Severe epidermal growth factor receptor inhibitors- induced papulo-pustular eruption with good response
to low-dose isotretinoin and low-dose systemic corticotherapy

Beatrice BaIaceanu—Gurau*l, Cristian-Dorin Gurauz, Andra Copilaul, Maria Alexandra Timoftel, Alia Ghorfil,
Cornelia Nitipir3, Mara Madalina Mihat*

1permatology and Allergology Clinic, “Elias” Emergency University Hospital, Bucharest, Romania,2Orthopedics
and Traumatology Clinic, Clinical Emergency Hospital, Bucharest, Romania, 3Medical Oncology Clinic, “Elias”
Emergency University Hospital, Department of Oncology - “Elias” Emergency University Hospital, “Carol Davila”
University of Medicine and Pharmacy, Bucharest, Romania, “Dermatology and Allergology Clinic, “Elias”
Emergency University Hospital, Department of Oncologic Dermatology - “Elias” Emergency University Hospital,
“Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania

Introduction & Objectives:

Epidermal growth factor receptor inhibitors (EGFRi) are approved for treating non-small-cell lung cancer, head
and neck squamous-cell carcinoma, pancreatic cancer, colorectal cancer, cancers of the large bowel, stomach
cancer, ovarian cancer, and breast cancer. Since EGFR signaling is essential for the normal growth and
regeneration of the skin, blocking EGFR has been noted to disrupt the skin’s balance and structure, causing a
decline in its outer layer strength and ultimately leading to dryness and the emergence of cutaneous fissures. The
release of cytokines and activation of inflammatory cells further exacerbate the skin’s susceptibility when EGFRi
are used.

Results:

We report the case of a 71 years old male patient, known with advanced colorectal cancer (extension to the upper
bladder wall, multiple associated loco-regional adenopathies, multiple liver metastases), under treatment with
panitumumab, a humanized monoclonal antibody that inhibits EGFR. The patient presented to our department
with a generalized papulo-pustular eruption, developed after 3 weeks of oncologic therapy with panitumumab.
The patient reported itch, a burning sensation, and sensory disturbance, clearly impacting his activities of daily
living.

The physical examination revealed folliculocentric erythematous pustules and papules affecting >30% of the body
surface area (face, scalp, thorax, and extremities), notably lacking the presence of comedones or purulent cysts,
generalized xerosis and cutaneous erythema, painful erosions of the nasal and oral mucosa, paronychia, and
trichomegaly. Laboratory tests revealed an inflammatory biological syndrome.

He was diagnosed with grade 3 papulopustular eruption secondary to epidermal growth factor receptor inhibitors
treatments and recommended oral antibiotherapy with doxycycline 200 mg daily, topical low-potency
corticosteroids along with general measures like avoidance of frequent washing with hot water using hard soaps,
detergents, solvents, or disinfectants, limitation of sun exposure, usage of broad-spectrum sunscreen and
emollients twice daily.

During the three months of treatment, the patient showed poor therapeutic response with recurrences every 7-10
days after the administration of panitumumab, with grade 2/3 papulopustular eruptions. Therefore, under the
close surveillance of the liver tests and of the lipidogram, and with the oncologist’s approval, we have decided to
initiate isotretinoin 10mg/day and low-dose systemic corticotherapy (prednisone 5 mg/day). After one month, the



patient showed very good therapeutic control of the panitumumab cutaneous toxicity, allowing the continuation
of oncological treatment without dose adjustment. There were no dynamic pathologic changes in the laboratory
tests.

Conclusion:

The papulo-pustular rash triggered by EGFRi treatment has a prognostic role, its severity being linked with
enhanced overall survival and progression-free survival among colorectal cancer patients. On the other side, severe
eruptions may be difficult to manage and lead to interrupting, reducing, or discontinuing oncologic therapy,
limiting the therapeutic options in patients with advanced neoplasms. The approach with low-dose isotretinoin
and low-dose systemic corticotherapy may prove effective in the management of severe cases when standard
measures fail.
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Abstract N°: 2375

First-in-human study to evaluate the safety, tolerability, and pharmacokinetics of NBL-012, a novel anti-IL-
23p19 monoclonal antibody, in healthy subjects

Liyan Miao*L, Hua Zhang?, Xiaoliang Dingl, Xueyuan Zhang? Han Li, Haichun Huang? Qingxi Wang?
IThe first affiliated hospital of Suzhou university, Suzhou, China,?Novarock Biotherapeutics, China
Introduction & Objectives:

NBL-012 is a novel, fully human monoclonal antibody that selectively targets the p19 subunit of interleukin-23 (IL-
23), a key cytokine implicated in the pathogenesis of psoriasis and other chronic inflammatory diseases. Preclinical
studies demonstrated that NBL-012 exhibits high binding affinity to human IL-23 (KD: 45.1 vs 96.9 pM for
guselkumab) and potently inhibits IL-23-induced STAT3 signaling (IC50: 157.4 vs 72.5 pM for guselkumab).
Furthermore, NBL-012 showed an excellent safety profile with a No Observed Adverse Effect Level (NOAEL) of 150
mg/kg and minimal immunogenicity in cynomolgus monkeys. The fully human IgG4 NBL-012 may confer
advantages in safety, half-life, and exposure compared to existing therapies. Thus, NBL-012 represents a
promising treatment option for challenging inflammatory conditions, including inflammatory bowel disease. This
first-in-human study aimed to assess the safety, tolerability, and pharmacokinetics of single ascending doses of
NBL-012 in healthy Chinese subjects.

Materials & Methods:

In this phase [, randomized, placebo-controlled study, healthy subjects aged 18-45 years with a body mass index
of 18-26 kg/m2 were enrolled. Following a starting dose of 20 mg in two subjects and safety assessment, cohorts
of 10 subjects each were sequentially assigned to receive single subcutaneous dose of NBL-012 at 50, 100, 200,
300, or 400 mg, or matching placebo, in a 4:1 ratio. Safety, tolerability, and pharmacokinetics were evaluated at
predefined timepoints post-dose.

Results:

Fifty-two healthy subjects were enrolled, with 49 completing the study. Three subjects withdrew (two in the 200
mg group due to consent withdrawal and pregnancy, one in the 400 mg group due to loss to follow-up).
Treatment-emergent adverse events (TEAEs) occurred in 70.7% (29/41) of NBL-012-treated subjects and 70.0%
(7/10) of placebo recipients, mostly grade 1 in severity and self-limiting. Grade 2 TEAEs included leukopenia,
elevated creatine kinase, and insomnia (n=1 each). The most frequent treatment-related TEAEs in NBL-012

vs. placebo group were injection site erythema (29.3% vs. 0%), elevated direct bilirubin (12.2% vs. 10%),
hyperuricemia (12.2% vs. 60%), and leukocyturia (7.3% vs. 20%). No nasopharyngitis or severe/=grade 3 TEAEs
were reported. Following single subcutaneous administration of NBL-012 20-400 mg, median time to maximum
concentration (Tmax) ranged from 5.5-10.5 days, and mean elimination half-life (t1/2) was 30.6-36.0 days. Mean
maximum concentration (Cmax) and area under the concentration-time curve from time zero to last measurable
concentration (AUCO-t) increased dose-proportionally from 2.86+0.24 to 61.0+19.8 ug/mL and 139+0.84 to
2540+636 pg-day/mL, respectively, demonstrating linear pharmacokinetics over the tested dose range.

Conclusion:

Single doses of NBL-012 up to 400 mg exhibited a favorable safety and tolerability profile in healthy Chinese
subjects. NBL-012 displayed linear pharmacokinetics, a prolonged half-life supporting once-quarterly dosing, and
superior exposure which may be advantageous for certain inflammatory indications requiring higher doses. These



results support further clinical development of NBL-012. Exploration to develop NBL-012 as a 6-monthly dosing
formulation is ongoing.

Clinical Trial Registration ClinicalTrials.gov NCT05259189

Figure 1. Mean (SD) serum NBL-012 concentration over time profiles following single subcutancous
administrations of NBL-012 to healthy subjects. a. Linear and b. Log scale. SD standard deviation.

b. 100000

:

_g g
g 2
2 §
£ £
- :
g g
ks §
a i LA ]
e e i
- = =~ ~._§_— -
ooy —_! 100
T T : T : T T r - : T T - T T
D 338 872 4008 1344 1680 2018 2352  26ss 0 338 672 1008 1344 188D 2018 2352 2ea

—— 20 - 0T — 8 — 100SE 4 J00ME — & — MOMg — @ — 400sg

Table 1. Pharmacokinetic parameters of NBL-012 after a single subcutancous dose of NBL-012 50, 100, 200,
300, or 400 mg

MBL-012
20 mg 50 mg 100 mg 200 mg 300 mg 400 mg
PK Parameter (m=2) (=8} {n=8) (n=T} (mr=8) (=8}
T e (day)” 10.50(4.99 ~
5.50(5.00 ~ 5.99) 6.00(5.00 ~ 7.00) 601500~ T.00) 6.50(4.00 ~ 28.02) T.005.00 ~ 21.08)

Median (min, max) 28.02)
Ce (pg/mL) 2.86+0.24 5.91+£1.53 13.242.90 24.8+7.88 41.3210.1 61.0+19.8
AUC,,

139+0.84 280555 532+80.1 1140454 1850459 2540636
{day-pg /mL)
AUC,

157+4.44 312266.7 580=R0.3 1460264 2100=589 2990=595
(day-pg /mL)
1,2 (day) 33.8+5.07 314438 30.646.52 36.0+3.00 3424582 3444414
V/FIL) 6.19:0.76 7.50] 48 7.7142.59 7.24+].08 7.35x].35 6.86+]1.53
CL/F (L/day) 0.12720,004 0.168=0.041 0.1730.026 0.14020,022 0.155+0.052 0.13840.026
MRT, . (day) 51.5246.25 49 B6=T.23 46.41=9.33 53.4945.12 50.96=8.03 4999527

Daia are presented as mean = SD unless otherwise specified.
T as Was described as median (min, max).
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Abstract N°: 2399

Drug-free remission duration after the end of long-term treatment for psoriasis with three different IL-23
inhibitors in pivotal clinical trials: A single center experience

Changyu Hsieh*l, Tsen-Fang Tsail

INTUH (National Taiwan University Hospital), Department of Dermatology, Taiwan

Drug-free remission duration after the end of long-term treatment for psoriasis with three different IL-23
inhibitors in pivotal clinical trials: A single center experience

Introduction & Objectives:

Knowing the remission duration after biologics discontinuation in patients with psoriasis is important, especially
when disease relapse is defined as the restart of systemic agents, because it also reflects the real-world clinical
practice when topical treatment alone is not adequate for disease control and a systemic treatment, including
biologic, is needed. Biologics are currently indicated for patients with psoriasis who are candidate for systemic
treatment.

Materials & Methods:

We included 42 patients who were followed up regularly after the end of risankizumab, guselkumab and
mirikizumab trials and investigated the drug-free remission (DFR) and risk factors for relapse by Kaplan-Meier
survival analysis and Cox regression model.

Results:

Overall, 38/42 (90.5%) patients experienced relapses after discontinuing trial biologics during the follow-up period
at least 96 weeks and up to 227 weeks. In all patients with relapses, the mean/median DFR were 168.8+155/104
days. Kaplan-Meier survival analysis revealed a significant one-year drug-free survival (DFS) difference between
risankizumab (Z) and guselkumab (T)+ mirikizumab(M) (p=0.0462). Difference of DFS curves was noted when
patients were categorized by disease duration > or <2 years (p=0.1577) and maintenance of PASI 90 at the end of
trials (p=0.1177). Univariate Cox regression model identified age (HR=1.030(1.000-1.060), p= 0.0467) and disease
duration (HR= 1.046(1.009-1.084), p= 0.0134) were significantly associated with relapse risk. A risk model was
established according to the coefficient of each variable in multivariate cox regression model. Risk
score=0.02481*Age+0.51930*PASL_imp_end (1 for <0.9; 0 for =0.9)+0.37233*First_IL23 (1 for =T or M; 0 for
Z)+0.02599*Duration. When categorizing the patients by the median risk score, low-risk group had a significantly
better one-year DFS than the high-risk group (p=0.0297).

Conclusion:

Types of biologics use, disease duration, and PASI 90 improvement at the end of trial affect the one-year DFS and
relapses after biologics discontinuation. Further studies consisting a larger patient number and longer follow-up
period are needed to verify our findings.
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Abstract N°: 2436

Guselkumab treatment shows rapid onset of effect on components of American College of Rheumatology
response criteria: Results of 2 randomised Phase 3 trials

Peter Nashl, Iain Mclnnesz, Christopher T. Ritchlin3, Wen-Chan Tsai*, Miriam Zimmermann*>, Ying-Ying LeungG,
Lai-Shan Tam’, Daniel Furtner®, May Shaw#, Stephen Xul?, Shihong Sheng!?, Alexa P. Kollmeier'!, Atul Deodhar!?

1Griffith University and University of Queensland, Rheumatology Research Unit, Maroochydore, Australia,
2University of Glasgow, Institute of Infection, Immunity and Inflammation, Glasgow, United Kingdom,3University
of Rochester Medical Center, Department of Medicine, Allergy/Immunology and Rheumatology, Rochester, NY,
United States, “Kaohsiung Medical University, Division of Allergy, Inmunology and Rheumatology, Kaohsiung City,
Taiwan, >Janssen Medical Affairs, LLC, Immunology, Zug, Switzerland,®Singapore General Hospital, Duke-NUS
Medical School, Department of Rheumatology and Immunology, Singapore, ’The Chinese University of Hong
Kong, Department of Medicine and Therapeutics, Shatin, Hong Kong, 8Janssen, a division of Johnson & Johnson
Pte. Ltd, Immunology, Singapore, 9Janssen Scientific Affairs, LLC, Immunology, Spring House, PA, United States,
10janssen Research & Development, LLC, Biostatistics, Spring House, PA, United States,llJanssen Research &

Development, LLC, Immunology, San Diego, CA, United States, 120regon Health and Science University, Division of
Arthritis and Rheumatic Diseases, Portland, OR, United States

Introduction & Objectives:

Guselkumab (GUS), an anti-interleukin-23p19-subunit monoclonal antibody, demonstrated efficacy vs placebo
(PBO) in achieving American College of Rheumatology 20% improvement (ACR20) response in patients (pts) with
active psoriatic arthritis (PsA) in two Phase 3 trials, DISCOVER-1 and -2.1,2 This analysis assessed the differential
treatment effects of GUS across individual components of ACR response in pts with PsA in DISCOVER-1 and -2.

Materials & Methods:

In DISCOVER-1 and -2, 1120 pts were randomised and treated with GUS 100 mg every 4 weeks (Q4W; N=373);
GUS 100 mg at Week (W)0 and W4, then Q8W (N=375); or matching PBO (N=372). Pts were evaluated by
independent joint assessors at study visits. ACR20 response is defined as =20% improvement from baseline in
both tender joint count (0-68; TJC68) and swollen joint count (0-66; SIC66) and =20% improvement from
baseline in =3 of 5 assessments: Patient Assessment of Pain (Pt Pain), Patient Assessment of Global Disease
Activity (arthritis; PtGA), Physician Assessment of Global Disease Activity (PGA), patient assessment of physical
function as measured by the Health Assessment Questionnaire Disability Index (HAQ-DI), and C-reactive protein
(CRP). For each ACR component, achievement of =20% improvement from baseline was assessed over time
through W24 for the combined (Q4W+Q8W) GUS groups, and median time to onset of treatment effect was
determined with Kaplan-Meier curves by randomised group.

Results:

Median time to response for all components except SJC66 occurred earlier with GUS than PBO. Time to onset of
ACR20 treatment effect is shown in Figure 1. CRP data show 56% of GUS-treated pts had diminution of systemic
inflammation by W4 (Table 1). Reduction in systemic inflammation was accompanied or rapidly followed by GUS-
related improvement in PtGA and PGA (median W4-8). Although SJC66/TJC68 data showed similar patterns, there
was also a high PBO response (data not shown). Consistent with early reductions in systemic inflammation, 48-
61% of GUS-treated pts had =20% improvement in TJC68/SJC66/PGA at W4 (Table 1), and 45-48% had =20%



improvement in HAQ-DI/PtGA/Pt Pain by W8. By W24, >80% of GUS-treated pts had =20% improvement in
SJC66/TIC68/PGA, followed by 63-64% with this improvement in PtGA/CRP/Pt Pain, and 57% for HAQ-DL

Conclusion:

GUS demonstrated ACR20 improvements with separation from PBO in ACR components as early as W4, which is
consistent with reduced inflammation by GUS and prior serological studies.3 At early study time points, pts and
physicians were able to discern improvements in signs and symptoms of arthritis that rapidly followed reductions
in systemic inflammation (CRP). The predominant drivers of ACR20 response rates at W24 in GUS-treated pts
were SJC66/TJC68/PGA.

Previously presented at the EULAR 2021 virtual congress (2-5 June 2021).
References:

\1l. Deodhar et al. Lancet 2020;395:1115-25

\2. Mease et al. Lancet 2020;395:1126-36

\3. Siebert et al. EULAR 2020. OP0229

Table 1. Proportion of patients (%) achieving 220% improvement in endpeints by visit [combined GUS group; N=748)

Week 4 Week 8 Week 12  Week 16  Week20 Week24

ACR20 20 39 50 56 60 61
HAQ-DI score 36 45 52 54 56 57
SJC66 61 74 84 86 87 88
TJCE8 48 G5 75 79 80 81
PGA 50 &7 74 78 81 81
PtGA 35 48 58 59 62 54

Pt Pain 32 48 55 a8 61 63
CRP o6 GO 62 63 64 G4

ACR20, American College of Rheumatology 20% improvement; CRP, C-reactive protein; GUS, guselkumab;
HAQ-DI, Health Assessment Questionnaire Disability Index; PGA, Physician Assessment of Global Disease Activity;
PtGA, Patient Assessment of Global Disease Activity (arthritis); Pt Pain, Patient Assessment of Pain;

SJCB6, swollen joint count (0-66); TIC68, tender joint count (0-68).

Figure 1. Median time to ACR20 response
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Data shown at W2 were derived solely from DISCOVER-2, as DISCOVER-1 did not include
assessments at W2, The intersection af harizontal and vertical dashed lines denates the time at
which 50% of patients in a treatment group achieved ACR20 response.

ACR20, American College of Rheumatology 20% improvement; GUS, guselkumab; PBO, placebo;
Q4AW, every 4 weeks; O8W, every 8 weeks; W, Week.
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Abstract N°: 2454

Omalizumab for the treatment of bullous pemphigoid: a single center experience
Esra Agaoglul, Hilal Kaya Erdogant, Ersoy Acerl, Halil ibrahim Yanik!, Zeynep Nurhan Saracoglut

1Eskisehir Osmangazi University, Dermatology, Eskisehir, Ttirkiye
Introduction & Objectives: Bullous pemphigoid is the most common bullous dermatosis seen in

elderly population and accompanied by many comorbidities. Since immunoglobuline-E (Ig-E) antibodies play an
important role in the pathogenesis of the disease, omalizumab targeting Ig-E proposes an

effective and safe profile. In this study, we aimed to evaluate the efficacy and safety of omalizumab in bullous
pemphigoid patients.

Materials & Methods: Nineteen patients who received omalizumab treatment for at least 3 months with
the diagnosis of bullous pemphigoid were included in the study.

Results: All patients had at least 1 comorbid condition, the most common being hypertension (79.0%) and type 2
diabetes mellitus (68.4%). The mean number of omalizumab treatments was 7.0+2.9. With omalizumab treatment,
complete response was achieved in 11 (57.9%) of the patients and partial response was achieved in 8 (42.1%). The
initial systemic steroid dose could be reduced in all patients with a complete response. All patients tolerated
omalizumab without side-effects.

Conclusion: Omalizumab is an effective and safe treatment option that reduces the need for systemic
corticosteroids in patients with older age and multiple comorbidities. Further large-scale and prospective studies
are needed to evaluate the efficacy of omalizumab in the treatment of bullous pemphigoid.
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Abstract N°: 2458

Crusted scabies in a atopic dermatitis patient treated with dupilumab: case report
Gabriela Agne Magnus*l, Veronica Hamann Aital, Daniel Lorenzinil, Magda Blessmann Webert

ISanta Casa de Misericordia de Porto Alegre, Dermatologia , Porto Alegre, Brazil
Introduction & Objectives:

Crusted or Norwegian scabies is a rare contagious variant of scabies caused by hyperinfestation with Sarcoptes
scabiei variety hominis. In most cases, it affects immunocompromised patients or institutionalized elderly people.
(1) There are few reports showing using immunobiological therapy and Norwegian scabies, as well as masking the
initial symptoms of scabies leading to the diagnosis of other dermatoses. We present a case of crusted scabies in
a patient using dupilumab for severe atopic dermatitis.

Results: A 24-year-old male with severe atopic dermatitis (AD) since 15 days of age, treated with topical
corticosteroids and moisturizers. He began dermatological follow-up with our group in 2021, using non-
pharmacological treatment in addition to oral methotrexate (suspended due to nausea) and subcutaneous
methotrexate, reaching a maximum dose of 25 mg/week, with a partial response after 1 year of treatment,
SCORAD 70. Dupilumab was started 600mg followed by 300mg every 14 days in May 2021 with significant
improvement, SCORAD 20. In May 2023, the itching worsened significantly, without changes in treatment or
triggers. Papule-crusted lesions appeared in the armpits, chest, wrists, and interdigital region of the hands. Oral
ivermectin 15 mg and 5% topical permethrin in an alcoholic vehicle was prescribed by a generalist, but the patient
don’t tolerate. Family members also presented similar symptoms but don’t treated.

There was slight improvement, but worsening after 30 days, when patient returned to our group. Dupilumab was
discontinued and oral ivermectin 15 mg per week for 4 doses was started. After 4 weeks, there was partial
improvement, and topical permethrin in lotion was started. The patient underwent three cycles of three nights of
5% permethrin, with a one-week interval between applications. The lesions improved and Dupilumab was
restarted in August 2023.

Conclusion: Atopic dermatitis is a chronic inflammatory disease characterized by itching, recurrent eczema,
disruption of the skin barrier and cutaneous microbiome, as well as immune dysregulation. Patients with AD have
an increased risk of serious cutaneous and systemic infections compared to non atopics. (2) Furthermore,
immunomodulators used for treat immune-mediated diseases also increase infections risk. Dupilumab,
significantly improves AD, with a lower incidence of non-herpetic skin infections compared to other
immunomodulators.(3)

However, rare cases of serious skin infections in AD patients using dupilumab have been reported. (4,5). Similar to
our case, was reported a case of Norwegian scabies in a patient with AD treated with Dupilumab. In this patient,
ivermectin 14mg was used on days 1, 2, 8, 9 and 15 associated with the use of 5% permethrin and 5% salicylic acid
cream, with a good response. Recently, researchers have questioned the development of resistance in S. scabiei to
topical permethrin and oral ivermectin. Although there is still no clear evidence regarding the mechanism, the
possibility should be considered in cases that are difficult to treat.

We report the case to draw attention to the care of patients with atopic dermatitis using dupilumab who
experience a marked worsening of itching, and the possibility of presenting an associated infectious disease such
as crusted scabies.
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Abstract N°: 2463

Low occurrence of predefined safety events across six randomised clinical trials of spesolimab in
dermatological conditions

Kilian Eyerich*l, Kenneth B Gordonz, Milan J Anadkatg, Siew Eng Choon?, Boni Elewski®, Jonathan N Barker6, Arash
Mostaghimi’, Ming Tang®, Thomas Haeufel’, Christian Thoma®, Diamant Thacil®
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Dermatology, Hospital Sultanah Aminah Johor Bahru, Clinical School Johor Bahru, Monash University, Subang
Jaya, Malaysia, >University of Alabama, Birmingham, AL, United States,®St John’s Institute of Dermatology, Faculty
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Germany, 10Comprehensive Centre for Inflammation Medicine, University of Libeck, Libeck, Germany
Introduction & Objectives

The interleukin (IL)-36 pathway plays a central role in the pathogenesis of generalised pustular psoriasis (GPP),
and IL-36 signalling has been implicated in other chronic, inflammatory skin diseases. In the randomised, placebo-
controlled EFFISAYIL 2 trial, the anti-IL-36 receptor antibody spesolimab demonstrated a favourable safety profile
for prevention of flares in patients with GPP when given over 48 weeks. Nevertheless, given its novel mechanistic
approach, it is important to characterise events relating to IL-36 receptor inhibition with spesolimab as well as
those of potential relevance to an intravenously/subcutaneously administered biologic.

Materials & Methods

In this analysis, rates of such predefined events - severe/serious/opportunistic infections, potential hypersensitivity
reactions, peripheral neuropathies, and malignant tumours - were examined using available data from placebo-
controlled periods of six randomised trials of spesolimab across GPP and other dermatological conditions.

Results

Events reported in patients receiving spesolimab at various doses and schedules in two trials in GPP, two in
palmoplantar pustulosis (PPP), one in atopic dermatitis (AD), and one in hidradenitis suppurativa (HS) were
included (total n=342 for spesolimab and n=145 for placebo). Total exposure to spesolimab was 657.8 patient-
years (PY): 244.3 PY for GPP, 327.8 PY for PPP, 40.0 PY for AD, and 45.7 PY for HS. Incidences of
severe/serious/opportunistic infections were low with spesolimab and were only found in GPP trials (3.2% in one
GPP trial; 2.9% in the second GPP trial vs. 0% with placebo). The incidences of potential hypersensitivity reactions
were similar for spesolimab (7.7-33.3%) and placebo (5.6-44.4%) across trials. There was one report of peripheral
neuropathy with spesolimab in a PPP trial (incidence 0-0.9% across trials) versus two (one GPP, one PPP) with
placebo (0-3.3%), and one malignancy with spesolimab in GPP (0-1.1% across trials) versus one with placebo in
PPP (0-2.3%).

Conclusion

There were no consistent differences between spesolimab and placebo in the placebo-controlled periods of trials



included. Across all trials, spesolimab demonstrated a consistent and favourable safety profile in multiple
dermatological conditions.
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Abstract N°: 2568

Long-term efficacy of stapokibart in adults with moderate-to-severe atopic dermatitis achieving and not
achieving optimal responses following short-term treatment
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Introduction & Objectives: Stapokibart is a novel humanized monoclonal antibody targeting interleukin-4
receptor alpha (IL-4Ra). A pivotal phase 3 trial (NCT05265923) has shown favorable efficacy and safety of
stapokibart compared with placebo in adults with moderate-to-severe atopic dermatitis (AD) following 16-week
treatment and sustained improvements through week 52. However, long-term effects of stapokibart on patients
based on different short-term treatment response have not been elucidated. This post-hoc analysis aimed to
evaluate the efficacy of stapokibart following 52-week treatment in patients achieving and not achieving optimal
response at week 16 in the pivotal phase 3 trial.

Materials & Methods: This analysis included patients who were randomized to receive subcutaneous stapokibart
300 mg (a loading dose of 600 mg) every 2 weeks during the 16-week double-blind period and continued the
same dose of stapokibart during the subsequent 36-week maintenance period. Patients were classified as
responders and non-responders based on whether they achieved an optimal response at week 16, defined as a



=75% improvement from baseline in the Eczema Area and Severity Index score (EASI-75) and Investigator’s
Global Assessment (IGA) 0/1 response (IGA score of 0 or 1 and a =2-point improvement from baseline). Post-hoc
endpoints, including proportions of patients achieving EASI-75 and IGA 0/1 from week 20 to 52 in responders and
non-responders, were analyzed as observed without imputation.

Results: A total of 237 patients were analyzed, including 106 responders and 131 non-responders. Mean age of
responders and non-responders was 39.6 (standard deviation [SD], 16.7) and 41.4 (SD, 17.0) years, respectively.
Median duration of AD was 7 (interquartile range, 3-13) years in both responders and non-responders. Mean
baseline EASI score of responders and non-responders was 22.6 (SD, 6.9) and 26.7 (SD, 9.6), respectively. At
baseline, 37.7% (40/106) of the responders and 57.3% (75/131) of the non-responders had severe AD (IGA score
of 4). At week 20, 100.0% and 92.2% of the responders achieved EASI-75 and IGA 0/1 response, respectively, and
the proportions were maintained high through week 52, reaching 99.0% and 87.0%, respectively. Among the non-
responders, 65.4% achieved EASI-75 and only 18.1% achieved IGA 0/1 response at week 20, while the proportions
increased to 86.8% and 50.0%, respectively, at week 52 (Fig 1).

Conclusion: Long-term stapokibart treatment improves response in patients with moderate-to-severe AD who
have not achieved optimal response during short-term treatment and enables the maintenance of response in
initial responders.
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Figure 1. Treatment response during weeks 20-52 in initial responders and non-responders, (A) Proportions of patients achieving 275% improvement from
basaline in the Eczema Area and Severity Index score [EASI-75). (2) Proportions of patients achieving Investigator's Global Assessment [1G&) 0/ response (G4
seare of 0 or 1 and a 22-paint improvement fraom baseline).
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Abstract N°: 2636

Long-term sustained efficacy and safety of bimekizumab across the full spectrum of axial
spondyloarthritis: 2-year results from two phase 3 studies
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Introduction & Objectives:

Bimekizumab (BKZ), a monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in addition to IL-17A,
has shown efficacy and safety to 1 year (yr) in patients (pts) with active non-radiographic (nr-) and radiographic
axial spondyloarthritis (r-axSpA) in phase 3 studies, BE MOBILE 1 and 2.1,2 Here, 2-yr efficacy and safety of BKZ
are assessed.

Materials & Methods:

In BE MOBILE 1 (NCT03928704; nr-axSpA) and 2 (NCT03928743; r-axSpA) pts were randomised to subcutaneous
BKZ 160 mg every 4 weeks (wks; Q4W) or placebo (PBO); all pts received BKZ 160 mg Q4W from Wk 16. On
completion at Wk 52, pts could enter BE MOVING (NCT04436640), an ongoing open-label extension (OLE) study.

Efficacy data are reported for pts from BE MOBILE 1 and 2 and the combined OLE up to 104 wks (N=586). Data
are reported for the randomised set using non-responder imputation (NRI; binary outcomes), multiple imputation
(ML continuous outcomes) and observed cases (OC); pts not enrolled in the OLE were imputed as non-
responders. Pooled safety data (MedDRA v19.0) are reported up to 2 yrs for all pts who received BKZ (N=574).

Results:

Of the 254 nr-axSpA and 332 r-axSpA randomised pts, 494 pts entered BE MOVING at Wk 52. By July 2023, 189 nr-
axSpA and 267 r-axSpA pts completed Wk 104.

Wk 52 efficacy was sustained to Wk 104 in both nr-/r-axSpA populations Figure; Table),2 including Assessment
of SpondyloArthritis international Society 40% (ASAS40; nr-axSpA: 55.9% to 49.2% [NRI]; 60.0 to 58.9 [MI]; 65.1%
[142/218] to 66.1% [125/189; OC]; r-axSpA: 61.7% to 53.9% [NRI]; 64.3% to 61.0% [MI]; 68.8% [205/298] to 67.0%
[179/267; OC)).

At Wk 104, Ankylosing Spondylitis Disease Activity Score (ASDAS) low disease activity (<2.1) was achieved by



61.2% and 63.4% nr-/r-axSpA pts (MI), ASDAS inactive disease (ASDAS <1.3) by 31.6% and 31.3% nr-/r-axSpA pts
(MI), and ASAS partial remission by 30.7% and 31.3% nr-/r-axSpA pts (NRI). BKZ treatment led to sustained
inflammation suppression, shown by hs-CRP levels.

To Wk 104, 89.5% (514/574) of pts with axSpA had =1 treatment-emergent adverse event (TEAE) on BKZ; most
common TEAEs by preferred term (exposure-adjusted incidence rate/100 pt-yrs [EAIR/100 PY]) were SARS-CoV-2
infection (13.2), nasopharyngitis (10.2), and upper respiratory tract infection (6.0). Incidence of serious TEAEs was
low (5.4); no major adverse cardiovascular events, active tuberculosis cases, serious SARS-CoV-2 infections,
anaphylaxis, or deaths occurred. Incidence of suicidal ideation and behaviour was low (0.1). Hepatic events
occurred in 72 patients (5.5/100 PY); most had liver function test elevations or transient abnormalities (n=53; no
cases of confirmed Hy’s law). 122 pts had fungal infections (21.3%; 10.0/100 PY); 76 had Candida infections
(13.2%; 5.8). None were serious/systemic - 6 cases led to study discontinuation. Tinea infections (2.8%; 1.1/100
PY) and fungal infections not elsewhere classified, such as oral, skin, and vulvovaginal infections (8.5%; 3.6) were
less common. Incidence of IBD (0.6) and uveitis (1.6) was low.

To Wk 104, most EAIRs of the above TEAEs were similar to or lower than reported to Wk 52; no new safety signals
were observed.

Conclusion:

Across the full disease spectrum of axSpA, BKZ had sustained efficacy to 2 yrs. No new safety signals were
observed.

References: 1. van der Heijde D. Ann Rheum Dis 2023;82:515-26; 2. Baraliakos X. Ann Rheum Dis 2024;83:199-213

Figure: ASDAS states over time (MI)
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Table. Efficacy to 2 years (\Wk 104)

nr-axsSpA r-axSpA
BKZ 160 mg Q4W BKZ 160 mg Q4W
N=254 N=332
ASAS40
[NRI] n (%) 125 (49.2) 179 (53.9)
[MI] % (95% CI) 58.9 (52.6, 65.2) 61.0 (55.5, 66.5)
[OC] n/N (%) 125/189 (66.1) 179/267 (67.0)
ASAS Partial Remission [NRI]
n (%) 78 (30.7) 104 (31.3)
ASDAS [MI]
Mean at baseline (SE) 3.7 (0.1) 3.7 (0.0)
Mean at Wk 104 (SE) 1.9 (0.1) 1.9 (0.1)
Mean Cff at Wk 104 (SE) -1.8(0.1) =1.9(0.1)
BASDAI [MI]
Mean at baseline (SE) 6.8 (0.1) 6.5 (0.1)
Mean at Wk 104 (SE) 2.9 (0.1) 2.6(0.1)
Mean CfB at Wk 104 [5()‘ —4.0(0.1) -3.9(0.1)
Total resolution of gnthesitis®
[NRI] 78 (41.9) 106 (53.3)
n (%)
hs-CRP, mg/L [MI]
Median at baseline 6.3 7.4
Median at Wk 104 2.1 2.3

Pooled randomised set. [a] MASES=0 in pts with MASES =0 at baseline; [b] n=186; [c] n=199, ASAS:
Assessment of Spondylpdcthitis international Society; ASAS40: ASAS 40% response; ASDAS: Ankylosing
Spondylitis Disease Activity Score; BASDAI: Bath Ankylosing Spondylitis Disease Activity Index; BKZ:
bimekizumab; Cff: change from baseline; CI: confidence interval; hs-CRP: high-sensitivity C-reactive protein;
MASES: Maastricht Ankylosing Spondylitis Enthesitis Score; MI: multiple imputation; nr-axSpa: non-radiographic
axial spondyloarthritis; MRI: non-responder imputation; Q4W: every 4 weeks; r-axSpA: radiographic axial
snondvinarthritis; SE: standard error; Yk Week.
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Abstract N°: 2786

Real-world efficacy and safety of abrocitinib in Chinese patients with moderate to severe atopic dermatitis:
a single-centre prospective study
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Institute of Dermatology, Department of Allergy and Rheumatology, Nanjing, China

Introduction & Objectives:

Abrocitinib is a selective Janus kinase 1 inhibitor approved for the treatment of moderate-to-severe atopic
dermatitis (AD). The efficacy and safety of abrocitinib have been reported in phase 3 clinical trials; whereas the
real-world data after its post-marketing is scarce.This study aims to explore the efficacy and safety of abrocitinib
for AD in a real-world Chinese single-centre prospective cohort.

Materials & Methods:

A total of 103 moderate-to-severe AD patients were enrolled, who received oral 100 mg abrocitinib once daily for
12 weeks. The patients were evaluated at baseline, 2, 4, 8, and 12 weeks after first abrocitinib administration for
multiple physician- and patient-reported outcome measures. Peripheral blood eosinophil counts, total serum IgE,
and serum levels of 24 cytokines/chemokines were assayed from specimens obtained at study visit.

Results:

Abrocitinib treatment resulted in a fast and sustained improvement in disease severity during a follow-up period
of 12 weeks. Sixty one (71.8%) AD patients achieved an improvement of =75% in the Eczema Area and Severity
Index from baseline at week 12, and 45 (52.9%) AD patients reached EASI9O0. Fifty seven (67.1%) patients achieved
the Investigator’s Global Assessment 0/1 (or a reduction of =2 points from baseline). Post hoc analysis revealed
that the onset time for efficacy of abrocitinib was faster than that of dupilumab. A larger proportion of patients
treated with abrocitinib achieved early itch relief at week 2 compared to dupilumab, and the proportion of
patients reaching EASI 75 at week 8 was also higher in the abrocitinib-treated group. Adverse events were
reported by 43.7% patients, and gastrointestinal symptoms (17.5%) and acne (14.6%) were the most commonly
seen. After 12 weeks’ treatment, eosinophils counts were reduced significantly compared to the value at baseline;
whereas the levels of total serum IgE were not changed. Serologic analysis revealed that the levels of Th2, Thl, and
Treg cytokines/chemokines were significantly decreased after 12 weeks’ abrocitinib treatment. Body mass index
(BMI) <24 (OR, 3.46; 95%CI, 1.17-10.30) and no previously treatment with dupilumab (OR, 3.49 ;95%CI, 1.05-
11.63) were identified as potential predictive factors of good response. Low levels of TSLP at baseline were
predictors for good outcome of abrocitinib treatment.

Conclusion:

Abrocitinib demonstrated promising efficacy with a well-tolerated safety profile in Chinese patients with
moderate-to-severe AD in daily practice, which also facilitated the normalization of inflammatory cytokines in the
serum.
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Abstract N°: 2858

Interleukin-17 inhibitors for the management of severe rosacea
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Introduction & Objectives:

Rosacea is a chronic inflammatory skin condition with unknown aetiology. It involves dysregulation in the immune
system, vascular and nervous systems, as well as skin barrier function impairment. Rosacea has a significant impact
on the patients’ psychological, social, and occupational status. Challenges linked to treating rosacea include the
risk of relapse after discontinuation and a limited range of options for severe and treatment-resistant cases.

Materials & Methods:
We report two cases of severe rosacea managed with an interleukin 17 (IL-17) inhibitors.
Results:

A 72-year-old female with psoriasis and severe papulopustular rosacea was commenced on brodalumab for
treatment of her moderate to severe plaque psoriasis. At three-month review, there was marked improvement in
her psoriasis, and incidentally her rosacea had cleared. Due to the unavailability of brodalumab, she was
commenced on secukinumab 300mg SC weekly injections as a loading dose then every 4 weeks. Her rosacea
remained clear with an ongoing reduced dose of secukinumab of 150 mg every 4 weeks.

A 42-year-old female presented with long-term severe erythematotelangiectatic rosacea including facial erythema
and swelling. Based on our previous case and subsequent published study, she was commenced on a
compassionate supply of secukinumab 300mg SC weekly injections for four weeks as a loading dose then 300mg
SC every four weeks . The patient had marked improvement in her symptoms with only occasional flushing after 12
weeks of treatment. She remained on secukinumab 300mg SC every five weeks with good control of her rosacea.

Conclusion:

Recent literature has suggested that IL-17 plays a crucial in the pathogenesis of rosacea. A recent small study,
assessing the efficacy of secukinumab in moderate-to-severe papulopustular rosacea, has shown that
secukinumab could potentially have activity in rosacea. These two case reports contribute to the growing evidence
that IL-17 inhibitors could play a role in managing rosacea. We advocate for larger randomised clinical trials to
confirm these findings.
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Abstract N°: 2908

Alcohol-induced facial erythema in patients treated with Dupilumab: A case series and systematic review.
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Introduction & Objectives:

Dupilumab is approved for the treatment of atopic dermatitis (AD), prurigo nodularis, asthma, eosinophilic
esophagitis, and chronic rhinosinusitis with nasal polyposis. A regional or localized persistent dermatitis on the
face, periauricular region, and/or neck is a well-known adverse event documented only in patients with AD. Face
and neck erythema appearing shortly after alcohol ingestion has also been described by patients treated with
dupilumab on social media and in a few case reports. We recently encountered similar cases. The objective of this
study is to characterize this phenomenon.

Materials & Methods:

A systematic review of alcohol-induced facial erythema on dupilumab. The review included a PubMed search for
publications on alcohol-induced facial erythema on dupilumab regardless of age or indication, with no limitation
on study design. Publications describing an eruption with no temporal association to alcohol consumption were
excluded. Abstracts were reviewed followed by a full-text review of candidate studies. A case series of patients
from our center was added to the review. The data was summarized using descriptive statistics and a narrative
review. This study was exempt from institutional review board review.

Results:

The search yielded 126 studies, with 4 remaining after exclusion. Overall, 11 cases were described, of them 4
females, at a mean age of 27 years. All were adults treated for AD using the approved dosage. One patient used
concomitant topical calcineurin inhibitors. The time from initiation of dupilumab to the first alcohol-induced facial
erythema was mostly within 4-6 months (range 3 weeks-3 years). The interval between alcohol ingestion and
flushing was minutes, with resolution within an hour. The rash appeared after all types of alcohol, worse after hard
liquor in some patients. No patients stopped dupilumab.

Conclusion:

Alcohol-induced facial erythema in patients treated with dupilumab is a newly emerging phenomenon,
characterized by facial flushing shortly after alcohol ingestion of any kind and even in small amounts, and rapid
spontaneous resolution. The acute onset and fast resolution differentiate this eruption from dupilumab-induced
or atopic head and neck dermatitis. The association with dupilumab cannot be determined due to the small
number of cases, lag period from dupilumab initiation, and the use of topical calcineurin inhibitors in some cases,
which can cause a similar eruption. Judging from the limited publications, alcohol-induced facial erythema on
dupilumab is very uncommon. However, the abundance of reports on social media and online patient forums
suggest that it may be under-reported, and perhaps patients are reluctant to share this complaint with their
doctors. Future studies are needed to evaluate the association of alcohol-induced erythema with dupilumab
treatment and whether it is unique to AD, the underlying mechanisms, and potential treatments.
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Abstract N°: 2909
Clinical and serology effects of upadacitinib in atopic dermatitis with chronic spontaneous urticaria
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Introduction & Objectives:

Atopic dermatitis (AD) is a type 2 immunity (T2) - driven disorder characterized by relapsing eczema, intense
pruritus and the accompaniment with other chronic inflammatory diseases including chronic spontaneous urticaria
(CSU). Conventional therapies such as glucocorticoids and immunosuppressants are associated with potential side
effects or limited efficacy. Upadacitinib, a small-molecule Janus kinase -1 (JAK-1) inhibitor (JAKinib) has been
approved for the treatment of AD. However, data on its efficacy in CSU patients are lacking. Our study reports the
clinical and serology effects of upadacitinib in AD overlapped with CSU.

Materials & Methods:

A retrospective study was conducted, and 26 patients with AD accompanied with CSU were included. These
patients were all treated with oral upadacitinib (15mg every day) for 16 weeks. Clinical indicators, including
eczema area and severity index (EASI), numerical rating scale (NRS), dermatology life quality index (DLQI) and
weekly urticaria score (UAS7) were assessed at weeks 0, 4, 12, and 16. Related laboratory including total serum
immunoglobulin E (IgE) levels, eosinophil counts, IL-4, IL-13, TNF-a, and IFN-y were recorded.

Results:

At 16 weeks of treatment, the mean EASI score significantly decreased by 70.38%, DLQI score decreased by
93.81%, NRS score decreased by 76.78%, and UAS7 score decreased by 71.40%, with wheal score decreased by
68.67% compared with the corresponding scores before treatment (p < 0.05). The expression levels of IL-4 and IL-
13 in serum significantly decreased from 8.70 + 7.04 pg/ml and 115.07 + 79.51 pg/ml to 3.19 + 3.30 pg/ml and
60.26 + 49.68 pg/ml after treatment, without any significant TNF-a or IFN-y relievement. Out of 26 patients, 16
(61.64%) responded to upadacitinib treatment, while 10 (38.46%) showed poor response. Statistical analysis
suggested that patients with higher wheal scores and eosinophils at baseline had a better response rate.

Conclusion:

Upadacitinib exhibited a marked efficacy in the treatment of AD with CSU, and achieved significant decreases in
type 2 inflammatory factors.
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Abstract N°: 2925
Successful treatment of hand and foot eczema with tralokinumab: a case series
Nisha Parmar*l, Anwar Al Hammadil, Khadija AIjefri1
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Title: Successful treatment of hand and foot eczema with tralokinumab: a case series
Introduction & Objectives:

Hand and foot eczema is** considered to be a part of the spectrum of atopic dermatitis. It can be debilitating as it
affects the quality of life hugely despite the limited body surface area involved Treatment mirrors the traditional
treatment of atopic dermatitis. Recently various case reports have shown the efficacy of dupilumab in the
treatment of hand and foot eczema. Our case series of 5 patients highlights the successful use of tralokinumab in
treating hand and foot eczema.

Materials & Methods:

A retrospective chart review of patient records from 1st January 2023 to 31st March 2024 identified 5 patients of
hand and foot eczema who were receiving tralokinumab. The results are presented.

Results:

All'5 patients responded to tralokinumab with a significant decrease in their SCORAD and EASI scores. Four out of
the 5 patients started noticing improvement after the loading dose and 1 patient observed remission after the first
2 doses. All 5 patients are still receiving tralokinumab although 2 patients are not regular on their treatment due
to frequent travel. All the patients have been advised to use topical steroids such as mometasone furoate and
clobetasol propionate ointments in case of a flare of their hand and foot eczema. Three patients have used them
on 2-3 occasions since starting tralokinumab compared to more frequent use prior to staring tralokinumab. Two
out of the 5 patients developed injection site reactions after the first few injections of tralokiumab which did not
recur subsequently. There were no other side effects reported.

Conclusion:

This case series of 5 patients highlights the off-label use of tralokinumab in hand and foot eczema.Tralokinumab
had a rapid onset of action with decreased EASI scores and SCORAD within a month of initiating treatment
leading to improvement in the patients’ quality of life. Tralokinumab was found to be safe in these patients with 2
out of 5 reporting injection site recations and no other side effects. Newer indications of the use of tralokinumab
have been reported recently and include prurigo nodularis and nummular eczema. Our case series provides new
hope for patients of chronic hand and foot eczema for whom the quality of life can be improved significantly with
the use of tralokinumab. Larger studies are required for the use of tralokinumab in indications other than atopic
dermatitis such as hand eczema.
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Abstract N°: 2934

Successful Treatment of Refractory Pyoderma Gangrenosum with Guselkumab: a Case Series
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LASST Spedali Civili di Brescia, Dermatology unit, Brescia, Italy, 2Fondazione IRCCS Ca Granda Ospedale Maggiore

Policlinico, Dermatology Unit, Milan, Italy, 3University of Milan, Department of Pathophysiology and
Transplantation, Milan, Italy

Successful Treatment of Refractory Pyoderma Gangrenosum with Guselkumab: a Case Series
Introduction & Objectives:

Pyoderma gangrenosum (PG) is a rare neutrophilic dermatosis characterized by rapidly evolving, extremely
painful, ulcerations with undermined erythematous-violaceous borders. Therapy of PG remains a major
multidisciplinary challenge. Due to diagnostic delays, patients often present at a late clinical stage with large
ulcerations and the focus is placed on systemic therapies to gain rapid control of the disease. Corticosteroids
and/or cyclosporine remain the systemic therapeutics of choice for most patients. However, PG is often refractory
to standard therapies. In recent years, an increasing number of studies have shown the positive effects of biologic
therapies including inhibitors of interleukin-23. As IL-23 is implicated in the pathogenesis of PG and associated
inflammatory comorbidities, newer IL-23 inhibitors targeting the p19 subunit are now starting to be used in the
treatment of PG. To the best of our knowledge there are only two reported cases in the literature of PG
successfully treated with Risankizumab and one case of PG successfully treated with Guselkumab.

Materials & Methods:

We present a case series of two patients with refractory PG associated ulcers who showed significant clinical
improvement with Guselkumab therapy.

Results:

1. A 60-year-old female with a 5-year history of PG was referred to our center for multiple large skin ulcers on
the lower and upper extremities recalcitrant to treatment with advanced wound care, systemic corticosteroids,
cyclosporine and TNF-alpha inhibitors. The ulcers were complicated by recurrent bacterial superinfections,
often involving multidrug-resistant organisms, and disabling pain necessitating frequent cycles of potent
analgesic therapies.

2. A 64-year-old male with a 7-year history of PG presented with progressive non-healing ulcers on the lower
extremities despite previous treatments with advanced wound care, corticosteroids, cyclosporine and TNF-
alpha inhibitors. The patient’s clinical course was complicated by ulcers’ superinfections leading to
osteomyelitis in the left tibia along with an associated sepsis due to Streptococcus pneumoniae necessitating
intensive care unit admission and aggressive antibacterial therapy.

After a thorough discussion our team decided to initiate therapy with Guselkumab 100 mg subcutaneous
injections every 6 weeks. In both cases nearly complete healing of the ulcers occurred within 16 weeks. Follow-up
assessments revealed systemic inflammatory markers normalization and sustained response to the therapy with
remarkable improvement in the patient’s overall quality of life.

Conclusion:



These cases highlight the challenging management of PG which is often refractory to standard therapies and can
be burdened by severe complications. Systemic therapy with corticosteroids and/or cyclosporine remains the
treatment of choice for most patients with PG. Although, new data supports the efficacy of biologics targeting IL-
23 p19 subunit as an alternative in treating refractory cases of PG or as first-line therapy in patients with associated
inflammatory comorbidities. The successful use of Guselkumab in these cases shows its potential as a promising
therapeutic option in such recalcitrant cases.
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Abstract N°: 2944

Digital sequential imaging of eruptive naevi induced by Encorafenib and Cetuximab for Colorectal
Carcinoma

Anusha Louly Nathan*l, Daniel O'driscollt

Hmperial College Healthcare NHS Trust, Dermatology
Introduction & Objectives:

Materials & Methods:

Results:

BRAF inhibitors such as Encorafenib are designed to selectively target and inhibit mutated BRAF kinase, thereby
disrupting the mitogen-activated protein kinase (MAPK) signalling pathway. These inhibitors are utilised in the
treatment of an increasing range of malignancies, including malignant melanoma, colorectal carcinoma (as a
second-line therapy), non-small cell lung cancer, and anaplastic thyroid carcinoma. Notably, the administration of
BRAF inhibitors, has been associated with the development of eruptive melanocytic naevi, a phenomenon
predominantly documented in patients requiring treatment for melanoma. This occurrence is thought to arise
from a paradoxical activation of MEK/ERK signalling in BRAF wild-type cells, which in turn prompts melanocytic
proliferation.

In this context, we present the case of a 49-year-old male diagnosed with stage IV metastatic caecal BRAF positive
colorectal adenocarcinoma, marked by extensive lymph-node dissemination. The patient was under pre-existing
follow up with digital sequential imaging (DSI) due to multiple atypical melanocytic naevi. Following second-line
treatment with Encorafenib and Cetuximab the patient developed eruptive and evolving naevi which were
monitored using DSI. Given the scarcity of literature on the dermatological impact of Encorafenib in colorectal
cancer patients, this case adds valuable insight into the spectrum of cutaneous adverse events associated with
BRAF inhibitors. It highlights the benefit of careful dermatological surveillance with digital sequential imaging
(DSI) for managing melanocytic lesions in patients treated with BRAF inhibitors, enabling precise identification and
removal of high-risk naevi while reducing unnecessary excisions, thus streamlining patient care.

Conclusion:
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Abstract N°: 3002

Generalized cutaneous lichen planus induced by atezolizumab treatment for small cell lung cancer

Beatrice BaIaceanu—Gurau*l, Cristian-Dorin Gurauz, Andra Copilaul, Maria Alexandra Timoftel, Alia Ghorfil, Simina
Maria Pavel®, Cornelia Nitipir*, Irina Tudose®, Mara Madalina Miha®

1permatology and Allergology Clinic, “Elias” Emergency University Hospital, Bucharest, Romania,2Orthopedics
and Traumatology Clinic, Clinical Emergency Hospital, Bucharest, Romania, 3Medical Oncology Clinic, “Elias”

Emergency University Hospital, Bucharest, Romania, “Medical Oncology Clinic, “Elias” Emergency University

Hospital, Department of Oncology - “Elias” Emergency University Hospital, “Carol Davila” University of Medicine
and Pharmacy, Bucharest, Romania, Department of Pathology, “Elias” Emergency University Hospital, Bucharest,
Romania, Dermatology and Allergology Clinic, “Elias” Emergency University Hospital, Department of Oncologic

Dermatology - “Elias” Emergency University Hospital, “Carol Davila” University of Medicine and Pharmacy,
Bucharest, Romania

Introduction & Objectives:

Immune checkpoint inhibitors targeting programmed cell death protein-1 (PD-1) and programmed death ligand-
1 (PD-L1) are being increasingly used in the treatment of multiple neoplasms (melanoma, non-small cell lung
cancer, small cell lung cancer, liver cancer, alveolar soft part sarcoma, hematologic malignancies). They prevent
the suppression of cytotoxic T lymphocytes, thereby augmenting the immune response against tumors.
Unfortunately, they also increase the risk of autoimmunity and various immune-related adverse events, among
which, cutaneous toxicities represent the most common. Reported dermatologic toxicities include various
eruptions (maculopapular, lichenoid, psoriasiform, vesiculo-bullous), vitiligo, prurigo, and others. Several scientific
reports underline the important predictive value of these cutaneous eruptions and their subtypes regarding cancer
survival.

Results:

We report the case of a 59 years female patient, with a medical history of stage IVA (T4N2M1a) small cell lung
cancer, affecting the inferior lobe of the right lung associated with carcinomatous lymphangitis, pleural and
pericardial effusion and supradiaphragmatic adenopathies, with disease progression under chemotherapy and
radiotherapy, currently under treatment with atezolizumab, an anti- PD-L1 immune checkpoint inhibitor. The
patient presented to our department with a generalized pruritic eruption of shiny purpuric, polygonal papules,
with sizes ranging from 4-5 milimeters to one centimeter, merging into plaques, mainly affecting the trunk, the
upper and lower limbs, without response to high-potency topical corticosteroids. Laboratory tests revealed
leukopenia. No systemic viral infections were detected. No other drugs that could induce the lichenoid rash were
identified.

Histopathological examination revealed moderate focal orthokeratosis, hypergranulosis and moderate acanthosis.
At the level of the basal epithelial portion, rare apoptotic keratinocytes (Civatte bodies) were found, in association
with a moderate band-like lymphocytic inflammatory infiltrate, arranged at the dermo-epidermal interface and
basal epithelial vacuolar degeneration.

The patient was diagnosed with generalized lichen planus induced by atezolizumab for advanced small cell lung
cancer. With the oncologist’s approval, based on the severe extension of the disease and the high impact on the
patient’s quality of life, we decided to initiate low-dose isotretinoin (10mg/day) for 3 months and topical high-
potency corticosteroids.



Following one month on the previously mentioned therapy, her cutaneous lesions showed regression, with good
tolerance (clinical, blood chemistry), enabling uninterrupted continuation of atezolizumab therapy.

Conclusion:

Prompt identification, correct diagnosis, and early management of immunotherapy-induced dermatologic adverse
effects are essential to mitigate the potential risk of disrupting cancer treatment regimens due to cutaneous
toxicity. This may be difficult in the case of rare adverse events such as generalized lichen planus to atezolizumab.
Therefore, an interdisciplinary collaboration among dermatologists specialized in cutaneous adverse reactions to
oncologic therapy, dermatopathologists, and oncologists is imperative for their prompt recognition and
management.
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Abstract N°: 3077

Risk factors for the efficacy of biologics in psoriatic arthritis: A cohort study
Yiyi Wang*L, Yue Xiaol, Furong Li, Jingya Gao!, Hongxiang Hul, Xiya Peng!, Wei Lit
lwest China Hospital of Sichuan University, Dermatology, China

Introduction & Objectives:

Targeted biological immunotherapies have been shown to be more effective than traditional disease-modifying
antirheumatic drugs in treating psoriatic arthritis (PsA) in recent years. However, while they are highly effective in
controlling psoriatic skin lesions, fewer than 60% of PsA patients achieve an American College of Rheumatology
(ACR)20 response. Additionally, significant differences exist in biological treatment response among PsA patients.
This study aims to identify risk factors of biological efficacy in PsA patients, offering clinicians valuable guidance in
biologic therapy selection.

Materials & Methods:

This prospective cohort study enrolled PsA patients receiving biological treatments (IL-17 inhibitors and TNF
inhibitors) between March 2020 and October 2022. Before initiating treatment, detailed baseline information (48
variables), including demographic data, disease history, previous treatments, comorbidities, evaluations of skin
lesions and arthritis, nail involvement, and Health Assessment Questionnaires (HAQ), was collected. Patients were
followed for one year, at week 52 their ACR20/50/70 responses, Psoriatic Arthritis Response Criteria (PsARC), and
Minimal Disease Activity (MDA) response were calculated. Initially, single-factor logistic regression was performed
to obtain p-values for each variable, using ACR20/50/70, PsARC, and MDA responses as the dependent variables.
Then, variables with a p-value < 0.2 were selected for inclusion in the multifactor logistic regression model, which
was constructed using a stepwise variable screening method.

Results:

There were 116 patients included in this study. Age, pain VAS, HAQ, and family history of PsA were included in the
final multifactor logistic regression model. Among these variables, age emerged as the most stable factor,
consistently demonstrating significant contributions across all models for the five outcome indicators (ACR20: OR
0.92, 95% CI 0.88-0.97; ACR50: OR 0.92, 95% CI 0.87-0.96; ACR70: OR 0.93, 95% CI 0.89-0.97; PsARC: OR 0.91, 95%
CI 0.87-0.96; MDA: OR 0.95, 95% CI 0.91-0.99). Similarly, HAQ and family history of PsA also emerged as risk
factors for biological efficacy, with high HAQ scores and a positive PsA family history predicting poor biological
efficacy. Interestingly, our results indicated that the pain VAS score is a strong protective factor for biological
efficacy in the ACR20/50/70 and PsARC models, but not in the MDA model. This discrepancy may be attributed to
the calculation methods of ACR20/50/70 and PsARC, which are based on the percentage of joints restored, while
pain VAS scores are related with more severe arthritis. Therefore, we speculated that patients with severe PsA are
more likely to achieve a certain percentage remission rate, but may not be more likely to achieve MDA.

Conclusion:

Our study suggests that younger patients with well-functioning joints and those without a family history of PsA
are more likely to benefit from biologic therapy and achieve favorable outcomes. However, PsA patients with
higher joint severity may achieve a certain percentage of remission more readily with biologics, but may not
achieve MDA as easily.
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Abstract N°: 3186

Biologic use and treatment outcomes in patients with psoriasis in real-world settings among the Japanese
population

Youran Xul, Tong Lil, Chia-Ling Chang*, Yongjing Zhang!, Bryan Wahking?, Junya Masuda?, Hong Qiu®

1johnson & Johnson, Global Epidemiology, Office of Chief Medical Officer, Asia Pacific, China2Johnson &
Johnson, Regional Medical Affairs, Asia Pacific, Singapore, 3)ohnson & Johnson, Medical Affairs, Janssen

Pharmaceutical Companies, Japan, “Johnson & Johnson, Global Epidemiology, Office of Chief Medical Officer, Asia
Pacific, United States

Introduction & Objectives:

The IL-17 inhibitors (IL-17i) and IL-23 inhibitors (IL-23i) have been approved for treatment of plaque psoriasis
(Pso) in Japan since 2015 and 2018, respectively. Pso requires chronic treatment, but biologic efficacy may decline
over time. In real-world studies, biologic persistence is a surrogate measure of long-term treatment response.
However, biologic discontinuation without further Pso treatment may indicate disease remission. This study
provides real-world evidence (RWE) on biologic use and treatment outcomes in patients with Pso in Japan.

Materials & Methods:

This is a retrospective cohort study using the Japanese Medical Data Vision database, which contains hospital-
based claims data on 46 million patients in Japan. Patients diagnosed with Pso and newly initiated on IL-17i
[secukinumab (SEC), ixekizumab (IXE), brodalumab (BRO)] or IL-23i [guselkumab (GUS), risankizumab (RIS),
tildrakizumab (TIL)] therapy between Jan 1, 2015 and Dec 31, 2022 were included. Persistence of biologic use was
measured from the date of the first identified biologic prescription, and ended at the time of discontinuation,
switch, loss to follow-up or study end (Dec 31, 2022), whichever came first. Discontinuation was defined as a
treatment gap of at least twice the maintenance dosing interval (16 weeks for GUS, 24 weeks for RIS and TIL, 8
weeks for SEC and IXE, 4 weeks for BRO). Median [IQR] duration of persistent biologic use was described for each
group. Biologic persistence rates (percentages with 95%CI) at 3, 6, 12, and 24 months post biologic initiation were
reported, with the number of patients still enrolled at each time point as the denominator. Use of Pso-related
treatments following discontinuation was assessed among those who received biotherapy for = 6 months. The
proportions of patients who were completely treatment-free (i.e., never used any Pso-related treatment), systemic
treatment-free (i.e., used no treatments except for topical drugs) and who restarted biotherapy were reported
with 95%CI. Patients followed for less than 6 months after discontinuation were excluded.

Results:

In total 1,751 and 1,721 patients were identified as new IL-17i and IL-23i users for the treatment of Pso, with a
median duration of follow-up of 2.7 and 1.4 years respectively. In the IL-17i and IL-23i groups, median age was 55
and 58 years, with males accounting for 67.7% and 64.1% of patients, respectively. In the IL-17i group, median
duration of persistent biologic use was 9.9 (3.9-22.5) months, and persistence rates at months 3, 6, 12, and 24
were 85.5% (84.7-87.1%), 72.1% (69.8-74.3%), 55.8% (52.2-58.4%) and 38.7% (35.8-41.6%), respectively. In the IL-
23i group, median duration of persistent biologic use was 12.0 (6.0-21.7) months, and persistence rates at months
3, 6, 12, and 24 months were 95.8% (94.7-96.7%), 90.1% (88.5-91.5%), 77.3% (74.7-79.7%) and 60.0% (56.1-
63.8%), respectively (Fig. 1). Among patients who discontinued biologic use after at least 6 months of persistent
biotherapy, 2.3% of IL-17i and 6.7% of IL-23i patients were completely treatment-free; 10.4% and 23.6% were
systemic treatment-free; and 82.6% and 60.7% restarted biotherapy, respectively (Table 1).



Conclusion:

Higher biologic persistence and treatment-free rates were observed for Japanese patients who received IL-23i for

Pso compared to those who used IL-17i. These findings are similar to those from previous studies using US claims
data, supporting the conclusions of this study.

Fig 1. Biologic persistence in patients with psoriasis
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Table 1. Psoriasis-related treatments after bio-discontinuation
IL-17i IL-23i
Total number, n 1751 1721
Patients with bio-discontinuation, n 802 324
l.?ng-te_rm hI-D|DEIC users (>=6 months) with bio- 445 220
discontinuation, n
Long-term bio users (>=6 months) with bio-
discontinuation, and >= & months follow-up after 386 178
bio-discontinuation, n
Complete treatment free, n (%) 9 2.3% 12 6.7%
Systemic treatment free, n (%) 40 10.4% 42 23.6%
Bio-restart rate, n (%) 319 82.6% 108 60.7%
Time to bio-restart
Median, months 1.8 4.5
IR, months 1.1-3.9 2.6-7.7
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Abstract N°: 3245

Use of bimekizumab in treatment of moderate-to-severe psoriasis vulgaris: A real-world retrospective
study of 24 patients

M. Grace Hrenl, Sreekar Miriyalal, Annie Changl, Saakshi Khattri®

licahn School of Medicine, Mount Sinai, Dermatology, New York, NY, United States
Introduction & Objectives:

Bimekizumab is a humanized monoclonal IgG1 antibody which selectively inhibits IL-17A and IL-17F, two
cytokines that play a critical role in the pathogenesis of psoriasis vulgaris (PSO). Randomized clinical trials (BE
VIVID, BE READY, BE SURE, BE BRIGHT) demonstrated high percentages of PASI 90 responses among patients
treated with bimekizumab compared to placebo and other injectable biologics, leading to its approval by the
United States Federal Drug Administration for moderate-to-severe plaque PSO. Due to strict inclusion criteria
utilized in clinical trials, patient outcomes in real practice may differ, making real-world studies important and
necessary. Herein, we describe treatment of moderate-to-severe PSO with bimekizumab in an outpatient
dermatology clinic in the USA.

Materials & Methods:

Charts of patients prescribed bimekizumab for moderate-to-severe PSO between 10/2023 - 4/2024 at an
outpatient clinic were retrospectively retrieved. For inclusion, a body surface area (BSA) affected by PSO of at least
10% at time of bimekizumab start and one follow-up visit within 2-4 months of treatment initiation was necessary.
Patient demographics, comorbidities, previously attempted systemic agents, response to treatment, and adverse
events (AEs) were analyzed.

Results:

Of the 24 patients prescribed bimekizumab, 83.3%, had diagnoses of PSO and psoriatic arthritis; the remaining
16.7% had PSO only. The average age, body mass index, and number of previously unsuccessful systemic
therapies at bimekizumab initiation was 54.6 years, 28.2 kg/m2, and 4.5 therapies, respectively. The most common
comorbidities were hypertension (25.0%), type 2 diabetes mellitus (16.7%), and hyperlipidemia (16.7%). Mean
BSA at baseline versus 2-4 months after initiating treatment (exact duration varied per patient) was 13.9% versus
4.0%, respectively. Overall, 79.2% of patients experienced a decrease in BSA after initiating bimekizumab, with
41.7% of these patients obtaining a BSA of 0% (skin clear). In contrast, 20.8% of patients experienced no change
in disease. Three patients experienced AEs, two resulting in discontinuation of bimekizumab (gastrointestinal
symptoms, injection site reaction).

Conclusion:

Aligning with clinical trials, this study reinforces that bimekizumab is a useful therapeutic option for moderate-to-
severe psoriasis vulgaris. Herein, bimekizumab successfully and rapidly reduced BSA, even among patients with
disease refractory to multiple systemic therapies. Interestingly, several AEs commonly reported in clinical trials
(nasopharyngitis and candidiasis) were not observed here, which may be due to limited follow-up. Future real-
world studies would benefit from increased size/longer duration. Despite its limitations, this study corroborates
evidence demonstrated in clinical trials, supporting bimekizumab as an appropriate option for treatment of
moderate-to-severe psoriasis vulgaris among patients in real clinical practice.
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Abstract N°: 3300

Safe application of Ustekinumab in a psoriasis patient combined with coronary heart disease after
percutaneous coronary intervention for acute myocardial infarction

Wensheng Lul

LAnhui Provincial Hospital, Dermatology, He Fei Shi, China
Introduction & Objectives:

Recent research indicated psoriasis not only lead to increase of inflammatory cytokine level in skin lesion, but also
cause systemic inflammation, furtherly induce several comorbidities such as cardiovascular diseaselarthritisl
metabolic syndromelinflammatory bowel disease and so on. For patients combined with acute myocardial
infarction (MI) need to be treated by percutaneous coronary intervention (PCI), there is a lack of evidence
indicating how to select a safe biologic after PCL

Materials & Methods:

Here we report a long disease duration psoriasis patient underwent PCI and then treated with Ustekinumab
without relapse of acute MI for half one year, maybe can bring some experience for the treatment of similar
situation.

A 32 years old male severe plaque psoriasis IPASI 21.8; BSA 35%; sPGA 3lcame to our department at March 2022.
The first syndrome of plaque psoriasis appeared 21 years ago and he was treated by topical therapy then with
several times of relapse of skin lesion until 2017. Then he was successively treated with methotrexate combination
with folic acid and oral splenic peptide with limited efficacy of skin lesion clearance. He was diagnosed as coronary
heart disease with 50% stenosis of right coronary artery and circumflex branch shown by coronary angiography
and then treated with oral aspirin irregularly without periodical reexamination.

Results:

At March 2022, he was treated with Ustekinumab with recommended dosage (subcutaneous 45 mg at week 004
and then every 12 week) in our department after routine screenings of blood test and chest CT before biologic
treatment. He achieved 85% percentage improvement of skin lesion after 16-week treatment and significantly
improvement of life quality and then continuously treated with Ustekinumab for one year with stable skin lesion
clearance and no adverse event occurred. Routine test of blood pressure and blood fat didn’t appear to be
abnormal. But at May 2023 the patient experienced a burst of acute MI and treated with PCL. According to
suggestion provided by multiple disciplinary team, for the treatment of psoriasis, he restarted maintenance dose
of subcutaneous Ustekinumab 45 mg every 12 week after PCI and reexamined regularly at cardiology and
dermatology department. After 6 months follow up, the patient didn’t appear any abnormality of examination for
cardiovascular disease. Also the skin lesion of psoriasis was controlled well without relapse or exacerbation. No
safety issues appeared during the follow up too.

Conclusion:

We firstly report a long-term plaque psoriasis case combined with coronary heart disease treated with
Ustekinumab, and underwent PCI for acute MI during maintenance treatment period, then continued treated with
Ustekinumab after PCIL. Application of Ustekinumab after PCI was proved to be safe and maintain stable skin lesion
clearance efficacy.
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Abstract N°: 3346

generalized lichen planus pigmentosus and a new management approach
Farideh Beyki*l, Farnaz Araghil, Hamideh Moravvej Farshil, Azadeh Rakhshan?

ISkin Research Center Shahid Beheshti university of Medical sciences,’Shohada-e-Tajrish Hospital,Shahid Beheshti
University of medical sciences, Pathology

Introduction & Objectives:
Materials & Methods:

Results: Lichen Planus Pigmentosus (LPP) is an uncommon form of lichen planus, which presents with
annular violaceous to brown lesions.Skin lesions are distributed over the sun-exposed areas, including the
face and neck.In this study, we are reporting the first case of generalized LPP accompanied by palmar
involvement that experienced notable improvement with tofacitinib (Janus Kinase inhibitor) after two
months. **

A 50-year-old female patient was referred to our dermatology clinic with widespread skin lesions that had
been gradually developing over the past 14 years, initially in the groin region. She also had mild pruritus.
She had Hashimoto hypothyroidism, which was managed with levothyroxine. No other medical or drug
histories were disclosed. In her examination, the lesions were distributed over 90% of her body particularly
her face, and other sun-exposed areas with no mucosal involvement. The lesions were mostly violaceous
and brown with fine scale, especially on the borders. Exfoliation in the lesions was detected on the palmar
regions of her both hands. Furthermore, telangiectasia was observed at the center of the lesions mainly on
the face. She had undergone two skin biopsies, both of which indicated atypical findings of Lichen Planus
pigmentosus and she was prescribed oral prednisolone (20mg daily); but no significant improvements
were detected in her lesions after six months. Thus, a subsequent skin biopsy was conducted with
differential diagnoses such as Subacute Cutaneous Lupus (SCLE), mixed connective tissue disease,
dermatomyositis, systemic lupus erythematosus, Lichen planus (LP) pigmentosus, lichen planus atrophicus,
ashy dermatosis, and Mycosis Fungoides (MF). The microscopic examination indicated acanthosis , mild
superficial perivascular inflammation, lichenoid interface reaction and some Civatte bodies in the basal
layer.Melanin incontinence and vascular ectasia are also noted. PAS staining revealed mild thickening of
the basement membrane. No mucin deposition has been observed by Alcian blue staining. The Direct
immunofluorescence (DIF) showed multiple globular deposits of immunoglobulin (Ig) G and M at the
epidermis and dermoepidermal junction. Routine laboratory findings was normal . Collagen vascular tests
were all negative.A chest Computed Tomography (CT) was performed to rule out interstitial lung disease.

We diagnosed lichen planus pigmentosus with telangiectasia for her due to the clinical and
histopathological features and Tofacitinib (15 mg daily) was started for her. In the next month’s follow-
up, her lesions improved significantly .

As a result, the medication was continued until the disease was completely resolved.In this study, we are
reporting a case of generalized LPP with skin lesions over the palmar regions.Diffuse form of the disease is
a rare variant in which nails and palmoplantar area are often spared; however, palmar involvement has
been observed in a few cases similar to our patient.

The signaling of interferon-g through the Janus kinase (JAK) - signal transducer and activator of the
transcription pathway can induce inflammation and destruction of keratinocytes .Hence JAK inhibitors are



promising therapeutic candidates for LPP. There is a lack of research on the impact of tofacitinib on the
more widespread form of LPP. To our knowledge, this is the first report in which tofacitinib dramatically
improves the generalized LPP with palmar involvement.

Conclusion:
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Abstract N°: 3426

experience with spesolimab in the treatment of generalized pustular psoriasis

Barbara Lada Colunga*l, Jurvist Rodriguez Blandonl, Nekane Martinez Peﬁal, Irene Arevalo Ortegal, Silvia Perez

Barrios!, Rosa Izu Belloso!

IHospital Universitario Basurto, Dermatology, Bilbao, Spain
Introduction & Objectives:

Generalized pustular psoriasis is a condition characterized by the appearance of visible pustules at a macroscopic

level, sterile, throughout the body except on the palms and soles. Unlike plaque psoriasis, this condition shows an
alteration of IL36 (both by overexpression of the agonist and by loss of function of the antagonist), leading to the
proliferation of keratinocytes, elevation of proinflammatory cytokines and acute-phase reactants, and migration of
neutrophils to the epidermis, resulting in the characteristic lesions of this disease.

Materials & Methods:

Presentation of two cases of generalized pustular psoriasis treated with Spesolimab. Patient 1: An 87-year-old
woman, with multiple comorbidities, with generalized pustular psoriasis (GPP) of more than 10 years of evolution
who had been treated with multiple classical systemic drugs and biologics. After lowering the dose of acitretin,

she presented a flare with a GPPASI of 18 and a BSA of 30%. Patient 2: A 71-year-old woman with GPP of 3 years
of evolution on treatment with acitretin. For the past two months, she has had a flare with a GPPASI of 3.1 and BSA
of 12% that was not controlled with systemic corticosteroids and methotrexate. Both cases were flares of GPP that
were not controlled with the usual systemic drugs, so administration of Spesolimab was requested.

Results

After Spesolimab infusion, the patients showed significant improvement with almost complete clearance at 4
weeks (GPPASI 1), which has been maintained for over 12 weeks of follow-up.

Discussion and Conclusions

Spesolimab is a monoclonal antibody that blocks the binding of the different isoforms of IL36 (IL36a, IL363,
IL36Yy) to the receptor (IL36R), attenuating the inflammatory response mediated by this pathway.

We present our experience with this drug in the treatment of two patients with GPP at the Basurto University
Hospital.
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Abstract N°: 3531

Successful Treatment Of Recalcitrant Bullous Pemphigoid In A 73 Year Old Female With Subcutaneous
Dupilumab

Navin Nagesh*l, Geraldine Haebich?!

LPrincess of Wales Hospital, Dermatology, Bridgend, United Kingdom
Introduction & Objectives:

Bullous pemphigoid (BP) is a chronic autoimmune subepidermal blistering disorder with several clinical variants,
primarily affecting the elderly population. BP poses a therapeutic challenge due to its chronic nature and
significant impact on patients’ quality of life. This autoimmune disorder primarily affects the elderly, presenting
with blistering, erythematous patches, and intense pruritis. Current management involves a stepwise approach,
ranging from topical corticosteroids to systemic immunomodulators.

Materials & Methods:

We present a 73-year-old lady with a background of type 2 diabetes, hypertension, hyperlipidaemia presented
with intractable night time pruritis and xerosis. Dermatology review revealed excoriations and discrete ulcerated
lesions on the arms, legs and back. Emollients and a course of UVB phototherapy provided limited benefit. She re-
presented several months later with a worsening of her symptoms. A skin biopsy was performed at this stage
which confirmed a diagnosis of bullous pemphigoid.

Despite initial control of symptom burden with oral prednisolone, her disease flared upon dose reduction.
Screening for alternative therapies revealed contraindications or intolerances to various agents. We successfully
obtained funding for the use of Dupilumab, a monoclonal antibody inhibiting IL-4 and IL-13 for the next line of
treatment. She was started on 600mg followed by 300mg every two weeks. Pre-treatment DLQI was 6 with
widespread skin involvement predominantly affecting the back. After three weeks her pruritis symptoms had
significantly improved and she was asymptomatic after 17 weeks with no adverse effects with a DLQI of 1 and was
sustained at 39 weeks.

Results:

Dupilumab led to rapid and sustained improvement in symptoms, achieving complete resolution of pruritis and
blistering within weeks. There have been emerging studies documenting the safety and efficacy of dupilumab in
BP. The largest study to date was a retrospective multi centre cohort study evaluated the use of dupilumab in
biopsy proven BP in 146 patients with a primary outcome of disease control including resolution of pruritus within
4 weeks. Patients are currently being recruited for a large multicentre randomised double-blind, placebo-
controlled trial to evaluate the safety and efficacy of dupilumab in adult patients in the USA. This study will be
pivotal in delivering high quality validated data to support the use and licencing of dupilumab in BP patients.

Conclusion:

We present a case of a 73-year-old lady who had significant symptom burden secondary to BP for over two years
refractory to systemic therapy who had complete resolution of pruritis and blistering with dupilumab. There is
growing evidence base to suggest safe and efficacious use of this novel therapy for BP patients with significant
symptom burden who are unsuitable for common systemic agents.
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Abstract N°: 3650

A randomised, double-blind trial to compare the efficacy, safety, and immunogenicity of the proposed
biosimilar ustekinumab (FYB202) with reference ustekinumab in patients with moderate-to-severe plaque
psoriasis

Kim Papp?, Sigrid Balser*2, Katrin Nopora?, Brigitte Freudensprung?, Michael Trieb?

LAlliance Clinical Trials and Probity Medical Research, Waterloo, ON, Canada, 2Formycon AG, Martinsried/Planegg,
Germany

Introduction & Objectives:

Biosimilars can allow more patients to access affordable treatment options and help reduce the cost burden on
healthcare systems. Ustekinumab is an interleukin (IL)-12 and IL-23 antagonist approved for the treatment of
moderate-to-severe plaque psoriasis, active psoriatic arthritis, and active inflammatory bowel disorders, i.e.,
Crohn’s disease and ulcerative colitis. This multicentre, randomised trial compared the efficacy, safety, and
immunogenicity of the proposed biosimilar ustekinumab FYB202 with reference ustekinumab.

Materials & Methods:

Eligible patients were =18 years old with body weight <100 kg and stable moderate-to-severe plaque psoriasis
for =6 months with a Psoriasis Area and Severity Index (PASI) score of =12, plaque psoriasis affecting =10% of
body surface area, a Physician’s Global Assessment score of =3, and inadequate treatment response to or
intolerance of =1 previous systemic treatment for psoriasis. Patients were randomised (1:1) to double-blind
treatment with proposed biosimilar ustekinumab (FYB202) or EU-approved reference ustekinumab (both 45 mg at
Weeks 0, 4, and 16); patients in the reference group who achieved PASI 75 at Week 28 were re-randomised to
receive FYB202 or reference product at weeks 28 and 40, while responders in the FYB202 group continued the
same treatment. The primary efficacy endpoint was percent improvement in PASI score from baseline to Week 12.
Therapeutic equivalence was demonstrated if, depending on the regulatory requirement with respect to the
significance level, the two-sided 95% and 90% confidence intervals (CIs) were within the pre-defined equivalence
intervals of +11% and +10%, respectively. Secondary efficacy endpoints, safety and immunogenicity were also
assessed.

Results:

A total of 392 patients were randomised to receive FYB202 (n=197) or reference ustekinumab (n=195); at Week
28, 189 patients in the FYB202 group continued treatment and 186 in the reference group were re-randomised (89
switched to FYB202 and 97 continued with reference ustekinumab). Baseline demographics and clinical
characteristics were well-balanced between treatment groups; overall, 40% of patients were female, mean age was
42 years, and mean PASI score was 24.4. For the primary endpoint, the estimated mean percent improvement in
PASI score from baseline to Week 12 was equivalent between FYB202 and reference ustekinumab with an
estimated least-squares mean treatment difference of 3.27% and the two-sided 95% (—0.90%, 7.44%) and 90%
(—0.22%, 6.77%) Cls fully contained within the pre-defined equivalence margins. All secondary efficacy endpoints
were also similar between treatment groups and efficacy was maintained over the whole 52-week study period.
The safety profiles were comparable between groups, with 39.6% of patients in the FYB202 group and 41.0% in
the reference group reporting adverse events. Prevalence of anti-drug antibodies (ADAs) was generally lower in
the FYB202 group; ADA titres were low and comparable in both treatment groups at all timepoints and
proportions of patients with neutralising antibodies were similar between groups. Switching from reference



product to FYB202 had no clinically relevant effect on efficacy, safety, or immunogenicity.

Conclusion:

Proposed biosimilar ustekinumab (FYB202) demonstrated therapeutic equivalence to reference ustekinumab in
patients with moderate-to-severe plaque psoriasis, with comparable safety and immunogenicity profiles.
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Abstract N°: 3673

The views of dermatology patients concerning the environmental impact of their biologic medication
Claire Doyle*l, Dermot McKennal

ISligo University Hospital, Sligo, Ireland

Introduction & Objectives:

The pharmaceutical industry produces 0.5% of global greenhouse gas (GHG) emissions1. The European
Commission’s Draft Packaging Regulation states that medical packaging is exempt from recyclability targets until
20342. Dermatology patients have previously demonstrated positive recycling practices regarding topical agents3.
There is no data examining the views of dermatology patients regarding the environmental impact of biologic
medications.

Materials & Methods:

We conducted a single centre prospective study distributing an anonymous 19-point questionnaire to
dermatology patients on biologic medication examining attitudes to recycling, practices regarding disposal of
their drug delivery device and knowledge regarding the environmental

impact of biologic medication.
Results:

Sixty-seven patients responded (median age 46.3years) of whom 58% were male and 60% were taking
Adalimumab. Although 96% felt that recycling was worthwhile, only 22% were aware of the circular economy; 53%
stated that their injection came with too much packaging and 66% recycled this packaging; 53% believed the
used injection device was incinerated while 13.6% thought they were recycled. The remaining 33.4% did not know
or thought it was disposed of in a landfill. On the environment, 47% were concerned about the adverse impact of
their medication production; 83% would prefer a biologic with a recyclable dispensing device. Factors influencing
their choice of drug included a partly recyclable device in 44%,; a drug requiring less frequent administration in
30% and by both in 11%. The remainder of patients asked about influencing choice of drug would not be
influenced by either factor. When asked about energy used to produce their medication 33% believed the
majority went in manufacturing of the dispensing device whereas 18% felt it was the active drug and 49% did not
know. The most important factor for the patient when choosing treatment was complete clearance of skin for 66%
followed by long term treatment effectiveness for 24% while none rated the environmental impact of medication.

Conclusion:

In conclusion our results reveal a favourable view of recycling and recycling practices amongst patients using
biologic agents, but the majority are unaware of disposal practices of their device, energy us used in drug
manufacturing and do not rate the environmental impact of their medication as an important consideration when
choosing treatment.
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Abstract N°: 3720

Safety and Pharmacokinetics of a Highly Selective Oral TYK2 Inhibitor (ICP-488): A Phase I, Randomized,
Double-Blind, Placebo-Controlled, Dose-Escalation Study

Qianjin Lu*L, Yi Liul, Lingjun LiY, Guogiang Zhang?, Zudong Meng?, Chunjun Yang?, Rixin Chen?, Liming W,
Zhehu Jin?, Danbing Fan®, Ryan Jian8, Hanwen L

1Jiangsu, China,zHebei, China, 3Hubei, China, *Anhui, China, >Henan, China, 6Zhejiang, China, 7Jilin, China,
8Shanghai, Shanghai, China, ?Beijing, Beijing, China

Introduction & Objectives:

ICP-488 is a potent, highly selective, allosteric, small-molecule inhibitor of tyrosine kinase 2 (TYK2) that acts
through a novel mode of binding to the JH2 pseudokinase domain and inhibits TYK2-dependent receptor
signaling pathways. The objectives of this first-in-human study (ICP-CL-01001) were to assess the safety,
tolerability, and pharmacokinetics (PK) of ICP-488 in healthy subjects and the preliminary efficacy and safety in
psoriasis patients.

Materials & Methods:

This phase I study was designed as a randomized, double-blind, placebo-controlled study and comprised three
parts: part 1, single-ascending dose (SAD) and food effect (FE) in healthy subjects; part 2, multiple-ascending dose
(MAD) in healthy subjects; and part 3, multiple dosing in patients with plaque psoriasis. The primary endpoint was
to evaluate the safety and tolerability of ICP-488.

The healthy subjects were randomly assigned to receive either ICP-488 or placebo in a ratio of 3:1 for each dose
cohort. They were administered a single oral study drug dose at 1, 3, 6, 12, 24, or 36 mg during the SAD period or
3, 6, or 12 mg once daily (QD) for 14 days during the MAD period. Eight additional subjects enrolled in the FE
cohort, and all received ICP-488 6 mg. Twenty-one patients with moderate-to-severe psoriasis were randomly
assigned to receive ICP-488 6 mg QD or placebo in a ratio of 2:1 for 28 days (Figure 1).

Results:

A total of 92 healthy subjects enrolled in the study. ICP-488 was safe and well tolerated in the evaluated doses (up
to a single dose of 36 mg and up to multiple doses of 12 mg QD). All treatment emergent adverse events (TEAEs)
were mild or moderate. There were no deaths, severe TEAEs, or serious TEAEs.

In healthy subjects, ICP-488 was rapidly absorbed and exhibited an apparent mean terminal elimination half-life
(t1/2) of 4.99-16.1 hrs following single dosing and 7.17-11.2 hrs after multiple dosing. ICP-488 demonstrated PK
linearity in the dose range of 6 mg-36 mg. No clinically significant differences in ICP-488 PK were observed
following administration of ICP-488 with a standard high-fat, high-calorie meal. A similar PK profile was seen in
patients with moderate-to-severe plaque psoriasis.

In the psoriasis patient cohort, all TEAEs were mild or moderate, and the overall frequency of TEAEs (71.4%) and
treatment related adverse events (TRAEs) (57.1%) were same in the ICP-488 6 mg QD and placebo groups. The
preliminary data of percentage change from baseline in Psoriasis Area and Severity Index (PASI) score showed a
preliminary significant difference between the ICP-488 6 mg QD group and placebo group at week 4 (38% vs 14%,
p=0.0870, two sided alpha = 0.1) (Table 1).



Conclusion:

ICP-488 was safe and well tolerated with favorable PK profiles. ICP-488 showed preliminary efficacy in psoriasis
patients within 4 weeks of treatment.. Further clinical development in psoriasis is warranted. 2** / 2**
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Abstract N°: 3876
Successful treatment of chronic actinic dermatitis with abrocitinib: a case series and review of the literature
Zequn Tong?, Jiawen Chen!, Xueting Zeng?, Chao Jit

The First Affiliated Hospital of Fujian Medical University, Department of Dermatology, Fuzhou, China
Introduction & Objectives:

A proportion of patients with resistant CAD experienced no or limited response to conventional management
options or had side effects. Previous reports have demonstrated that some patients with severe CAD have
achieved satisfactory clinical outcomes with Janus kinase (JAK) inhibitors when conventional therapies have failed.
More evidence is needed to confirming the effectiveness of this novel therapy in clinical settings.

Materials & Methods:

We reviewed the literature published in the last 10 years on CAD treatment with JAK inhibitors available in the
online PubMed database. Additionally, we assessed the efficacy and safety of an oral JAK-1 inhibitor, abrocitinib
(100 mg once daily) in three patients who failed to respond to the conventional therapies.

Results:

All three patients responded successfully to abrocitinib therapy in a short period of time, and no relapse has
been detected after follow-up. To our best knowledge, five studies have reported the treatment of patients with
CAD with JAK inhibitor, as shown in Table 1. All patients had failed to respond sufficiently to at least one line of
previous therapy and after receiving the treatment of JAK inhibitor combined with other treatments, these patients
all experienced significant improvement.

Conclusion:

Our study suggests that patients who were previously unresponsive to conventional therapies experienced
successful resolution following treatment with JAK inhibitors.



Table 1. Clinical Data on JAK inhibitor for the Treatment of Seven Patients with CAD, Including Our
Case Series.

Age (Years) / Sex
68/M

63/M

45/M

65/M

55/M

58/M

60s/M

69/M

75/M

58/M
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Abstract N°: 3955

Guselkumab real-world efficacy and impact on quality of life and sexual life in moderate to severe psoriasis
patients with genital involvement: data from the CASSIOPEE study

Richard Marie—AIethl, Cristina Bulai Livideanuz, Anne-Claire Fougerousse3, Delphine Staumont Salle?, Julie Barau®,

Chaalal Samira®, Raphaélle Parker?, Delphine Lassalle®, Pauline Bernardin®, Laurent Misery6

la Timone, Marseille, France, 2Larrey Hospital, Toulouse, France, 3Bégin Army Instruction Hospital, Saint-Mandé,

France, “Hospital Center University De Lille, Lille, France, ®Janssen Cilag, Issy-les-Moulineaux, France, ®Chu Hospital
Morvan, Brest, France

Introduction & Objectives:

Genital psoriasis (G-PsO) results in significant impairment of quality of life (QoL) and is considered a difficult-to-
treat area. Guselkumab (GUS), a p19 subunit-targeted anti-IL-23 monoclonal antibody, is approved for the
treatment of moderate to severe psoriasis (PsO). The CASSIOPEE study assessed the impact of GUS on overall and
sexual QoL of patients with moderate to severe PsO in real life practice. This sub-analysis aims to evaluate the
impact of GUS on G-PsO.

Materials & Methods:

CASSIOPEE is a prospective, multicenter, non-interventional study on 207 psoriatic patients followed up for 6
months after GUS initiation in France. This analysis focused on the 65 patients (31.4%) having G-PsO at baseline
(Genital area specific PGA, as-PGA = 1), with 2 subgroups based on G-PsO severity. At MO, M3, and M6 as-PGA
and PGA were evaluated by investigators, and DLQI and RSS (Relationship & Sexuality Scale, ranging from 10 to
46 points) were completed by patients.

Results:

At baseline, the mean PGA, as-PGA and DLQI scores for G-PsO patients were respectively 3+0.8 (95%CIL: 2.8-3.2),
2.2+1 (95%CI: 2-2.5) and 12.3+6.6 (95%CI: 10.6-14.1). Patient characteristics are summarized in Table 1. PsO
severity at MO was mild (PGA 2), moderate (PGA 3) and severe (PGA 4) in 29.2%, 43.1% and 27.7% of patients
respectively. Moreover, 60% of patients with G-PsO had an as-PGA score of 1 or 2 (milder group) and 40% had an
as-PGA of 3 or 4 (more severe group). The mean DLQI score was 12.3+6.6 (95%CI: 10.6-14.1), 11+6.3 (95%CI: 8.8 -
13.2) and 14.3+6.7 (95%Cl: 11.4-17.2) in overall, milder and more severe G-PsO groups, respectively. Before GUS
initiation, 87.1% of patients had received a conventional systemic treatment and 24.2% had at least one previous
biologic.

At M3 and M6, respectively 93.6% and 96.3% of patients achieved an as-PGA =< 1, 72.3% and 79.6% achieved
complete clearance of their G-PsO (as-PGA 0). The mean as-PGA score in the G-PsO population decreased on
average by 1.9+1.2 at M3 and 1.9+1.1 at M6, from 2.2+1 at M0. Improvements in genital lesions were observed
regardless of severity (Figure 1).

At M6, 79.5% of overall G-PsO patients achieved a =5-point reduction in DLQI score. Interestingly, 74.1% of
patients in the milder group vs up to 88.2% for the more severe group achieved =5 points reduction in DLQI score.

Mean total RSS score at MO was 28.9+5.8 (95%Cl: 27.3-30.4), 28.6+6.1 (95%CI: 26.5-30.8) and 29.2+5.5 (95%ClL:
26.7-31.7) in the overall, milder and more severe G-PsO groups respectively; at M6, total RSS scores improved by
4.5+6.1 (95%CIL: 2.5-6.4), 3.1+5.1 (95%CI: 0.9-5.2) and 6.6+7 (95%CIL: 2.8-10.3), respectively.



Regarding specific RSS items, whereas only 26.4% of G-PsO patients reported that they “never experienced fear of
sexual intercourse” at MO, 54.2% reported never fearing sexual intercourse at M6. Similarly, at MO, only 1.8% of
patients with G-PsO reported being “very much satisfied with their intercourse” vs 8.5% of patients at M6 (Fig.2).

Conclusion:

This analysis shows that for patients with G-PsO receiving GUS in a real-life setting, substantial clinical benefit was
observed with 79.6% of patients reaching complete clearance of their genital lesions and clear improvement in
their quality of life and sexual life. Interestingly, these outcomes showed greater improvements in patients with
more severe G-PsO at baseline.

Table 1: Baseline characteristics of G-PsO patients
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Figure 1. Evolution of mean as-PGA score in G-PsO patients’ groups
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Figure 2. Evaluation of the impact of the disease on 2 aspects (out of 10) evaluated by the
Relationships and Sexunl Scale (RS5) over the first 6 months of GUS therapy in G-PsO patients
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Abstract N°: 3998

Experience with multiple non-medical switches between originator and biosimilars of adalimumab in
patients with psoriasis

Christopher Willy Schwarz" 2, Ole Krogh—Jensenl, Diljit Kaur Knudsent 2, Claus Zachariael 2, Nikolai Loftl, Lone
Skovl 2

1Copenhagen University Hospital - Herlev and Gentofte, Department of Dermatology and Allergy, Copenhagen,
Denmark, 2University of Copenhagen, Department of Clinical Medicine, Copenhagen, Denmark

Introduction & Objectives: As of October 2018, the patent of the adalimumab originator expired in the EU and,
currently, there are ten adalimumab biosimilars that are approved for treatment of psoriasis. A biosimilar is highly
similar to the original biologic, but not identical. Prior to approval, biosimilars undergo extensive analytical studies
and must, in a clinical trial, demonstrate efficacy and safety that is comparable to that of the originator. In the EU,
biologics and biosimilars can be used interchangeably which may result in patients with psoriasis undergoing
multiple non-medical switches to reduce costs. Data on multiple switches between originator and biosimilars of
adalimumab are lacking and studies assessing the impact of drug adherence are needed.

Materials & Methods: We included all adult patients with psoriasis from our hospital department who had been
treated for at least six months with an adalimumab product (originator or biosimilar) before undergoing a
mandatory non-medical switch. At our department, there have been three mandatory non-medical switches: from
the originator to GP2017 to ABP 501 to GP2017. Patients were assigned to different subcohorts based on the initial
adalimumab product administered: the originator cohort, the GP2017 cohort, and the ABP 501 cohort. This implies
that patients in the originator cohort may experience up to three switches, those in the GP2017 cohort up to two
switches, and all in the ABP 501 cohort one switch. The outcome was discontinuation of therapy within the first six
months following the non-medical switch allowing for the discontinuation to be attributable to the switch. Due to
the limited number of patients in each subcohort, the data are presented descriptively.

Results: We included a total of 182 patients: 61 in the originator cohort, 67 in the GP2017 cohort, and 54 in the
ABP 501 cohort. In the originator cohort, 5/61 patients discontinued therapy within the first six months after the
first non-medical switch (Figure 1). Of these five patients, two discontinued therapy due to side effects, two
discontinued therapy due to loss of effectiveness, although a flare was present prior to the switch, and the last
patient was lost to follow-up. At the second and third switch in the originator cohort, 2/51 and 0/45 patients
discontinued therapy, respectively. In the GP2017 cohort, 3/67 and 1/54 patients discontinued therapy within the
first six months following the first and second non-medical switch, respectively. In the ABP 501 cohort, 2/54
discontinued therapy after the non-medical switch. Of all the patients who discontinued therapy within the first six
months, only one stopped due to loss of effectiveness.

Conclusion: The findings indicate that multiple non-medical switches between originator and biosimilar
adalimumab are safe and without loss of effectiveness among patients with psoriasis.

FIGURE 1. Survival plot visualising the number of patients within each subcohort at different time points.
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Abstract N°: 4019
Type I cryoglobulinemic vasculitis successfully treated with bortezomib plus dexamethasone therapy.

Carmen Canovas Seval, Jose Saez Padillal, Maria Lépez-Pardo Ricot, Brais Chao Maseda?, Marta Gonzélez Pérez,

Jose Manuel Suarez Pefiaranda3, Noelia Moreiras Arias!

1Complexo hospitalario universitario Santiago de compostela, Dermatology, Santiago de Compostela, Spain,
2Complexo hospitalario universitario Santiago de compostela, Hematology, Santiago de Compostela, Spain,

3Complexo hospitalario universitario Santiago de compostela, Histopathology, Santiago de Compostela, Spain
Introduction & Objectives:

Cryoglobulins are a type of immunoglobulins that precipitate at temperatures below 37°C, resulting sometimes in
vessel occlusion and vasculitis. Type I cryoglobulins are monoclonal immunoglobulins often associated with
hematological malignancies, especially B cell proliferative diseases (multiple myeloma, monoclonal gammopathy
of undetermined significance, chronic lymphocytic leukemia). Treatment of symptomatic cases is directed to the
underlying neoplastic process. Bortezomib is a proteasome inhibitor used as a first-line treatment for multiple
myeloma which has also shown positive results in refractory cryoglobulinemic vasculitis and other autoimmune
vasculitis.

Materials & Methods:

A 42-year-old woman presented with painful ulcers on the lower extremities. She also experienced recent-onset
Raynaud’s phenomenon affecting the fingers. A biopsy of the skin ulcers revealed small vessel vasculitis with a
significant thrombotic component. Laboratory tests detected type I cryoglobulins associated with IgG lambda
monoclonal gammopathy. Cryocrit was 25%. A bone marrow biopsy showed 7.8% atypical plasma cells, M
component was 0,44 gr/dL. There were no renal nor peripheral nerve involvement. The final diagnosis was type I
cryoglobulinemic vasculitis (CV) secondary to monoclonal gammopathy of unknown significance (MGUS). Initial
treatment consisted in prednisolone and azathioprine achieving poor control. Treatment was switched to
bortezomib plus dexamethasone with excellent clinical and analytical response after the 2nd cycle. At the 7th cycle
therapy was ceased. She referred mild paresthesia as an adverse effect. Currently, 7 months after finishing
treatment, she is lesions free (M component 0,15 gr/dL and cryocrit 6%).

Results:

The skin is the most commonly affected organ in type I CV. Livedo reticularis, Raynaud’s phenomenon,
acrocyanosis, ulcers and digital gangrene are typically observed. Renal and peripheral nerve involvement may be
present. The therapeutic approach is unclear due to its low prevalence. Initial treatment usually involves systemic
glucocorticoids. Rituximab and other alkylating agents are alternative options. Bortezomib is a first-line therapy in
CV associated with multiple myeloma due to its ability to reduce immunoglobulin production. In our case, the
patient received azathioprine and glucocorticoids with limited effectiveness. Second-line therapy with bortezomib
plus dexamethasone led to a rapid improvement of ulcers and reduction of the monoclonal component. To date,
we have found 7 similar cases of MGUS related type I CV with cutaneous involvement, successfully managed with
bortezomib.

Conclusion:

CV is an infrequent disorder with high morbidity. Bortezomib has proven to be a fast and effective option in type I
CV secondary to MGUS as it targets the underlying monoclonal gammopathy responsible for the disease. Thus, it



is expected to be positioned as the first therapeutic regimen in future.
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Abstract N°: 4087

Treatment with dupilumab during pregnancy is associated with decreased risk for adverse pregnancy
outcomes: A large-scale, propensity-matched retrospective cohort study

Sophie PreuB*!, Artem Vorobyevl, Moderegger Eva Lottal, Bieber Katjaz, Khalaf Kridin> 4, Evelyn Gaffall, Ralf
Ludwig! 2
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Skin Research Laboratory, Galilee Medical Center, Nahariya, Israel, 4Azrieli Faculty of Medicine, Bar-Ilan University,
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Introduction & Objectives: There’s s a high prevalence of atopic diseases in the cohort of reproductive-aged
women. Dupilumab, a monoclonal antibody inhibiting IL-4 and IL-23 signaling, is approved for moderate to
severe atopic dermatitis, severe bronchial asthma with type 2 reaction, severe chronic rhinosinusitis with nasal
polyps, prurigo nodularis, and eosinophilic esophagitis. Official approval for dupilumab treatment during
pregnancy is lacking. Limited case reports and series suggest no increased risk of pregnancy complications with its
use. However, larger controlled studies are lacking. Thus, the aim of this study was to assess the risk of adverse
pregnancy outcomes (APOs) associated with dupilumab treatment in a substantial cohort.

Materials & Methods: Retrospective propensity-matched cohort study using electronic health records of the US
Collaborative Network of TriNetX. Women aged 12-55 were identified, and baseline criteria were established by
initial coding of diagnoses indicating pregnancy. Patients receiving dupilumab for any condition it is approved,
either on the day of or up to nine months after the initial coding of a pregnancy were included. Controls were
individuals without dupilumab or other relevant systemic treatments. Propensity-matched cohort studies were
conducted to evaluate the risk of preterm labor, gestational hypertension, pre-eclampsia, HELLP syndrome,
spontaneous abortion, gestational diabetes, and any analyzed APO. Survival analyses were performed using the
Kaplan-Meier method, and differences in outcome distribution were assessed using the log-rank test. Hazard
ratios (HR) were obtained using the Cox regression model, with patients censored at death or last follow-up.

Results: After matching, each group consisted of 702 participants. The mean age was 31.9 + 9.22 years in the
dupilumab group and 31.7 + 9.29 years in the control group.

There were no significant differences in demographic variables or the prevalence of smoking, obesity, diabetes
mellitus, hypertension, chronic kidney disease, atopic dermatitis, asthma bronchiale, nasal polyps, prurigo
nodularis, or eosinophilic esophagitis between the two groups.

Compared to the dupilumab group, the control group had a higher risk of preterm labor (HR:3.89, 95% CI:1.60-
9.41, p=0.001), gestational hypertension without significant proteinuria (HR:2.42, Cl:1.32-4.45, p=0.003), pre-
eclampsia (HR:2.36, CI:1.28-4.35, p=0.005), gestational diabetes (HR:3.2, CI:1.53-6.70, p=0.001), and any analyzed
APO (HR:2.76, C:1.81-4.19, p <0.0001).

There were no significant differences in the risk for HELLP syndrome (HR:2.27, C.0.44-11.71, p=0.31) or
spontaneous abortion (HR:2.01, C:0.88-4.62, p=0.09) between the two groups. Limitations include the
retrospective nature of the study and the potential impact of unmeasured confounders.

Conclusion: In conclusion, this study represents the first larger study with a control group assessing the risk of
APOs associated with dupilumab treatment during pregnancy. Consistent with previous reports, no increased risk



of APOs was observed with dupilumab. Furthermore, this study suggests a potential decreased risk for preterm
labor, gestational hypertension, pre-eclampsia and gestational diabetes compared to the control group. To
validate these findings and establish a potential causal relationship, further prospective randomized clinical trials
and meta-analyses of observational cohorts are warranted.
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Abstract N°: 4100

A Case of Retropharyngeal Abscess and Mediastinitis Occurred During Ixekizumab Treatment
Esin Diremsizoglu*l, Fatich Memetl, Rebiay Kiranl, Fatih Mutluz, Aykut Elicora3, Hulseyin Fatih Sezer

IKocaeli University Faculty of Medicine, Department of Dermatology, Kocaeli, Tiirkiye,2Kocaeli University Faculty

of Medicine, Department of Otolaryngology-Head & Neck Surgery, Kocaeli, Tiirkiye, 3Kocaeli University Faculty of
Medicine, Department of Thoracic Surgery, Kocaeli, Turkiye

Introduction & Objectives: Ixekizumab is a biologic agent used in the treatment of psoriasis by acting as an IL-
17A inhibitor. However, adverse effects and rare complications associated with the use of this agent require
careful clinical follow-up. In this case report, we present a case of retropharyngeal abscess and mediastinitis that
occurred during ixekizumab treatment in a male patient with psoriasis vulgaris.

Case: A 61-year-old man was diagnosed with psoriasis vulgaris for 30 years and previously treated with acitretin
and methotrexate. His only comorbidity was benign prostate hyperplasia. After developing joint pain, the patient
was evaluated as psoriatic arthritis by rheumatology and was planned to be switched to ixekizumab treatment. The
patient, who was administered with induction doses of week 0, 2, 4 and 6, presented to the emergency department
with chest and throat pain 3 days after the week 6 dose. The patient had complaints of dysphagia and chest pain
while breathing. There was no history of trauma, foreign body ingestion or instrumental procedure. The chest X-
ray of the patient showed poor definition of the margins of the superior mediastinum. Neck and thorax CT
revealed air densities in the retropharyngeal area and mediastinum. A collection with a thickness of 5mm starting
from the level of the C2 vertebra and increased density in mediastinum was observed. Intravenous antibiotics were
initiated and the patient underwent surgery following the diagnosis of retropharyngeal abscess and mediastinitis
secondary to deep neck infection. Abscess drainage was performed and loculated material was aspired in the
paratracheal area. There was no growth in the culture of the tracheal aspirate. Klebsiella pneumoniae was isolated
from the culture obtained from mediastinal fluid. Ixekizumab treatment was discontinued and the patient was
discharged with oral antibiotics. Follow-up CT scans, performed one and a half months post-operation, revealed
regression of deep neck infection and mediastinitis. After consultation with thoracic surgeons and
otolaryngologist, the patient was considered at high risk to continue ixekizumab treatment due to recurrent
mediastinitis.

Conclusion: Ixekizumab, an IL-17A inhibitor used in the treatment of psoriasis and psoriatic arthritis. Ixekizumab
demonstrated a low incidence of severe infection in phase 3 studies, with no cases of retropharyngeal abscess and
mediastinitis reported, although rare instances of septic shock and severe candida infections have been
documented. Mediastinitis due to retropharyngeal abscess may occur as a result of progression of deep neck
infections and diagnosed with CT. Treatment usually requires intravenous antibiotics and surgical drainage. A
reported case in the literature involves retropharyngeal abscess complicated by mediastinitis in a patient receiving
abatacept. Regular follow-up for retropharyngeal abscesses in patients using biologic agents is advised to monitor
for complications. In our case, retropharyngeal abscess and mediastinitis developed after the 6th week of the
ixekizumab treatment. Following surgical drainage and antibiotic treatment, both clinical and radiological
improvements were achieved. We would like to emphasize that patients who develop infections while treated with
biological agents should be closely monitored for potentially life-threatening complications as in our case.
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Abstract N°: 4169

Comparison of clinical and demographic characteristics of patients with psoriasis receiving a single biologic
agent and those receiving at least two different biologic agents: A retrospective study

Fatma Kibra Gul*l, Algun Polat Ekincit
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Introduction & Objectives:

Psoriasis is a chronic inflammatory systemic disease that primarily affects the skin but can also involve the joints. A
new era has opened in psoriasis with the use of biological drugs. Some patients can now achieve disease-free skin
with a single medication. However, some patients require switching due to primary or secondary
unresponsiveness. The reasons for this different response among patients are still unknown.

This study aims to compare the clinical and demographic characteristics of patients receiving a single biologic
agent with those receiving multiple biologic agents. The study also aims to investigate factors influencing
switching and determine independent risk factors in patients receiving multiple biological agents.

Materials & Methods:

The medical records of patients were retrospectively reviewed. The patients were divided into two groups: those
receiving a single biologic agent and those receiving multiple biologic agents. Statistical analysis was performed
using SPSS 22.0 (Statistical Packages of Social Sciences).

Results:

A total of 314 patients diagnosed with psoriasis and receiving biologic therapy were included in the study. Among
them, 185 patients (58.9%) received a single biologic agent, while 129 patients (41.1%) received multiple biologic
agents.

In the group receiving multiple biological drugs, compared to another group statistically significant differences
were found in the baseline PASI score, frequency of erythroderma, nail involvement, psoriatic arthritis, dactylitis,
earlier onset of skin involvement before joint involvement, diabetes mellitus, obesity, dyslipidemia,
hepatosteatosis, and use of conventional treatment alongside the first biological drug.

Univariate logistic regression analysis revealed that disease duration, follow-up duration, baseline PASI score, nail
involvement, history of erythroderma, psoriatic arthritis, dactylitis, cardiovascular/metabolic comorbidity, obesity,
diabetes mellitus, dyslipidemia, and hepatosteatosis were positively associated with the likelihood of switching
biologic medication, while the age of psoriasis onset showed a negative association.

In the multivariate reduction model, the significant independent differentiating factors associated with switching
of biologic drug were early age of onset of psoriasis, psoriatic arthritis, history of erythroderma, at least one
cardiovascular and/or metabolic comorbidity, and receiving additional conventional treatment with the first
biological drug.

In the multivariate logistic regression analysis using the Forward LR method, erythroderma was identified as the
independent factor with the highest predictive power for switching.

Conclusion:



This retrospective study provides insights into the clinical and demographic characteristics of patients receiving a
single biologic agent versus multiple biologic agents for psoriasis treatment. Younger age of onset of psoriasis,
presence of psoriatic arthritis, history of erythroderma, at least one cardiovascular and/or metabolic comorbidity,
and receiving additional conventional therapy with the first biologic were identified as independent risk factors for
drug switching. Therefore, to act prudently as a dermatologist, we recommended to screen each patient for
cardiovascular and/or metabolic comorbidities, control modifiable risk factors, and assess psoriatic arthritis at
baseline and periodically thereafter.
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Abstract N°: 4171

Sneddon Wilkinson disease treated with spesolimab: a case report

Giulia Greta Dradil, Marta Menendez Sanchezl, Joseph Simon Griffiths Achal, Diego De la Vega Ruizl, Sara De
Benito Mendieta?, Alejandra Mendez Valdes!, Gemma Jumilla Martinez!, Lucia Martinez Rozas!, Reyes Gamo

Villegas?, Jose Luis Lopez Estebaranz:
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Introduction & Objectives:

Sneddon-Wilkinson Disease (SDW) is a rare, chronic, and recurrent pustular eruption of unknown etiology
characterized by subcorneal pustules on histology. It can be very difficult to distinguish from generalized pustular
psoriasis and acute generalized exanthematous pustulosis. They appear to be closely related disorders.
Spesolimab is a humanized IgG1 monoclonal antibody that blocks human IL36 receptor (IL36R) signaling. It is the
first drug indicated for outbreaks in adult patients with generalized pustular psoriasis.

Materials & Methods:

We present the case of an 81-year-old male with a medical history of hypertension, dyslipidemia, diabetes, and
IgA kappa monoclonal gammopathy of uncertain significance with recurrent episodes of a pustular eruption for
the past 5 years, histologically confirmed as subcorneal pustulosis. Previously, the patient had been treated with
sulfone, with excellent response initially but poor tolerance, ultimately leading to discontinuation. Other therapies
attempted included various cycles of corticosteroids, narrowband UVB, methotrexate, and adalimumab, none of
which resulted in a satisfactory response or were poorly tolerated. Given persistently elevated triglyceride levels
above 700 mg/dl, treatment with acitretin was contraindicated. Following a generalized flare of extensive
pustulosis accompanied by intense itching, compassionate use of spesolimab was requested.

Results:

The patient received a single IV infusion of 900 mg of spesolimab, in conjunction with a tapering dose of
corticosteroids. One week post-infusion, most lesions cleared, and itching notably improved. This improvement
persisted for several weeks, after which a recurrence occurred, albeit with localized lesions that could be controlled
temporarily with topical sulfone.

Conclusion:

Spesolimab, a selective inhibitor of the IL-36 receptor, a key cytokine involved in pustular psoriasis pathogenesis,
has been approved by the European Medicines Agency for the treatment and prevention of pustular psoriasis
flares based on the results of the Effisayil 1 and 2 trials. Given the clinical and histological resemblance between
pustular psoriasis and SWD, and the ongoing debate regarding their potential representation as a clinical
spectrum, spesolimab was considered for symptomatic control in this patient, yielding excellent results. However,
further studies are warranted to substantiate its use in this condition, as its chronic nature necessitates
medications capable of providing long-term control. Spesolimab may potentially serve as an alternative therapy
for preventing and controlling disease flare-ups in SWD. Our case highlights a patient with SWD who achieved
successful management of an extensive outbreak of pruritic lesions with a single infusion of spesolimab, resulting
in rapid clearance of the lesions within 1-week post-infusion.
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Abstract N°: 4320

Comparison of Chronic Spontaneous Urticaria (CSU) Patients Receiving Standard Dose and High Dose
Omalizumab

Didem Dizmanl, Melisa Ozayl, Gullu Gencebayl, Ozge Pasinz, Ozlem Su Kucuk*

1Bezmialem Vakif University Faculty of Medicine, Dermatology, Istanbul, Ttirkiye,Bezmialem Vakif University
Faculty of Medicine, Biostatistics, Istanbul, Tlrkiye

Introduction & Objectives: This study aimed to compare patients diagnosed with CSU who received 300mg
omalizumab (OMA) treatment every four weeks with treatment-resistant patients receiving high doses
(450/600mg) OMA.

Materials & Methods: The files of patients diagnosed with CSU in our outpatient clinic who were unresponsive to
antihistamine dose up to 4 times second-generation antihistamine treatment and who were started on OMA
treatment were retrospectively analyzed. Patients receiving 300mg, 450mg and 600mg OMA every four
weeks,demographic features, disease duration, body mass index (BMI), presence of angioedema(AE), CRP, anti-
TPO, D-Dimer, Total IgE, absolute number of basophils, neutrophil/lymphocyte ratio (NLR), urticaria activity score
(UAS) were recorded. Two groups were compared: patients receiving standard dose 300mg/4 weeks and high
dose (450-600mg/4 weeks) OMA.Pearson chi-square, Fisher Freeman Halton test, Fisher exact chi-square tests
were used to examine the relationships between qualitative variables. The compatibility of quantitative variables
with normal distribution was evaluated by Kolmogorov Smirnov test. Student t test was used for mean comparison
of two independent groups, Mann Whitney U test was used for median comparison of two independent groups.

Results: Of all 171 patients, 80(46.8%) were female and 91 (53.2%) were male. A total of 171 CSU patients were
included in the study, 143 (83.6%) patients receiving 300mg OMA and 28 (16.4%) patients receiving high dose
OMA. Of the 143 patients who received a dose of 300mg in four weeks, 63 (44.1%) were women and 80(55.9%)
were men. Of the 28 patients who received high doses, 17 (60.7%) were women and 11 (39.3%) were men. The
mean age (47) and BMI (28.9) of those in the high dose group were significantly higher than the mean age (41.6)
and BMI (25.58) of those given low doses (p=0.040; p=0.050). No dose-related side effects were observed in any
patient. 85% of patients on high dose were in the overweight group, while 15% were not overweight. We found
that BMI was significantly higher in the group using high dose OMA (p<0.001). The rate of being overweight was
significantly higher in those on high dose group (p=0.01). The presence of AE, mean disease duration, CRP, Anti-
TPO, D-Dimer and Total IgE elevation were seen as a higher percentage in the high dose group. No statistically
significant difference was observed between the standard and high dose drug groups in terms of gender,
presence of angioedema, NLR, basophil absolute number, UAS7, CRP, Anti-TPO, D-Dimer, Total IgE elevation and
disease duration averages (p>0.05). In the 300mg dose group, the mean of UAS7 was 28.4, while it it was higher
in the high dose group, with an average of 32. No statistically significant difference was observed between the
drug groups in terms of mean UAS7 (p=0.091).

Conclusion: In the study, it was observed that patients with higher BMI and older age needed higher doses of
omalizumab. Although there was a difference in proportion in other parameters, no statistically significant
difference was found. This result may be due to the small sample size of the high dose group.
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Abstract N°: 4403

Would ustekinumab biosimilars bring positive changes to patient access to PsO and PsA treatment in
Sweden?

Hyunkyeong Yoo*!, Minyoung Jang?, Taek Kwon!
ICelltrion Ltd., Market Access, Incheon, Korea, Rep. of South
Introduction & Objectives:

The Swedish reimbursement guidelines recommend ustekinumab as a second or third-line biologic treatment for
psoriasis (PsO) and psoriatic arthritis (PsA), only after patients have used TNF, interleukin, and JAK inhibitors.
Following the reassessment of reimbursement guidelines by the Dental and Pharmaceutical Benefits Agency
(Tandvards- och lakemedelsformansverket, TLV) in 2022, ustekinumab coverage in PsO and PsA is limited to
patients who were already receiving Stelara before 2022. The TLV justifies this policy by noting that the cost of
Stelara exceeds what it considers reasonable for reimbursement in the treatment of PsO and PsA. Meanwhile,
ustekinumab biosimilars are expected to launch in the second half of this year and are anticipated to significantly
improve patient accessibility due to their affordability compared to the original ustekinumab. The primary purpose
of this budget impact model (BIM) is to investigate the potential additional patients who could receive treatment
with the biosimilar ustekinumab CT-P43 and to evaluate the overall cost savings from the Swedish healthcare
perspective.

Materials & Methods:

A prevalence-based budget impact model was developed using epidemiological data along with specific drug
patient shares in the Swedish PsO and PsA market. This analysis compares two scenarios: a current scenario
without ustekinumab biosimilars and a revised scenario with ustekinumab biosimilars. The model incorporates the
drug acquisition costs of IL-17, IL-23, IL-12/23, JAK and TNF inhibitors. It assumes that biosimilar ustekinumab will
be offered at 50% to 80% of the originator Stelara’s price.

Results:

The results of the base case analysis of the BIM estimated that in Year 1, of the Swedish population with PsO and
PsA (n=275,000), 12,250 patients will be treated with biological treatments. Among them, 834 (7.2%) patients will
receive the ustekinumab biosimilar in the ‘world with” scenario. Considering the proportion of PsO and PsA
patients expected to receive CT-P43, the total budget savings resulting from its introduction to the Swedish
healthcare system are projected to range from €1.9 million to €6.4 million in Year 1 and from €14.8 million to a
maximum of €45.6 million over a five-year period. Such savings may enable an additional 140 to 750 patients to
be treated during the first year, with a total of 1,500 to 7,340 patients over five years.

Conclusion:

Ustekinumab reimbursement is currently limited due to the high cost of treatment. However, once the biosimilar is
launched in Sweden, patient access to ustekinumab is expected to improve dramatically. In addition to budget
savings, patients will benefit from the long-acting agent, which requires only 4 injections in a year. The model,
based on the assumption that the analysed molecules have similar efficacy, suggests that treatment with CT-P43
would be cost-effective while also improving patient convenience for many additional patients.

Figure 1. Potential Additional Patients & Budget Impact Results - biosimilar ustekinumab priced at 50% of
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Figure 2. Budget Impact results - biosimilar ustekinumab priced at 80% of the originator
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Abstract N°: 4426

Real-world safety of spesolimab in generalised pustular psoriasis: Evidence from expanded access
programmes in Japan, China and Argentina

Akimichi Morital, Min Zhengz, Furen Zhang3' 4 Yu-Ling Shi 6, Xiaoming Liv/, Aie Xu8, Qianjin Lu9, Keiichi
Yamanaka'®, Yayoi Tadall, Yuichiro Tsunemil2, Maria Lapadulal3, Maria Laura Galimberti4, Rosana Veiral®,
Nichiren PiIIai*16, Rafael Sani SimoeslG, Xuemei Dingl7, Ada Chen17, Xinghua Gaoté 19

IDepartment of Geriatric and Environmental Dermatology, Nagoya City University Graduate School of Medical
Sciences, Nagoya, Japan, 2Department of Dermatology, The Second Affiliated Hospital, Zhejiang University, School
of Medicine, Hangzhou, China, 3Department of Dermatology, Shandong Provincial Hospital for Skin Diseases &
Shandong Provincial Institute of Dermatology and Venereology, Jinan, China, *Shandong First Medical University
& Shandong Academy of Medical Sciences, Jinan, China, >Department of Dermatology, Shanghai Skin Disease,
Hospital School of Medicine, Tongji University, Shanghai, China, ®Institute of Psoriasis, School of Medicine, Tongji
University, Shanghai, China, ’Department of Dermatology, Huazhong University of Science and Technology Union
Shenzhen Hospital, Shenzhen, China, 8Department of Dermatology, Hangzhou Third People’s Hospital, Hangzhou,

China, %Institute of Dermatology, Chinese Academy of Medical Sciences and Peking Union Medical College,
Nanjing, China; Key Laboratory of Basic and Translational Research on Immune-Mediated Skin Diseases, Chinese

Academy of Medical Sciences, Nanjing, China, 19Department of Dermatology, Mie University Graduate School of
Medicine, Tsu, Japan, 11Teikyo University Hospital, Tokyo, Japan, 12Saitama Medical University Hospital,
Moroyama, Japan, 13sanatorio 9 de Julio, San Miguel de Tucuman, Argentina, 14Hospital Italiano de Buenos Aires,
Ciudad auténoma de Buenos Aires, Argentina, 1°Hospital General de Agudos, José Maria Ramos Mejia, Ciudad
auténoma de Buenos Aires, Argentina, 16Boehringer Ingelheim International GmbH, Ingelheim, Germany,
17Boehringer Ingelheim (China) Investment Co., Ltd, Shanghai, China,lSDepartment of Dermatology, The First

Hospital of China Medical University, Shenyang, China, 1°Key Laboratory of Immunodermatology, Ministry of
Health and Ministry of Education, Shenyang, China

Introduction & Objectives:

Generalised pustular psoriasis (GPP) is a heterogeneous, neutrophilic inflammatory disease, characterised by
chronic skin symptoms and potentially life-threatening flares. The first-in-class monoclonal antibody spesolimab,
targeting the interleukin-36 receptor, is approved in several countries for the treatment of GPP flares.1 Here, we
present real-world safety data from three expanded access programmes (EAPs) in Japan, China and Argentina,
where patients (pts) not eligible for clinical trials and with no other treatment options were provided early access
to spesolimab.

Materials & Methods:

Pts (18-75 years old) received a 900 mg dose of intravenous spesolimab for treatment of a GPP flare, with an
optional second dose after 1 week for persistent flare symptoms. Treatment-emergent adverse events (TEAEs),
serious AEs (SAEs) and AEs of special interest (AESIs) were recorded for up to 16 weeks after the last spesolimab
infusion.

Results:

Fifty-six pts received spesolimab (Japan: n=11, China: n=39, Argentina: n=6*; female: n=35 [62.5%]). Mean



(+standard deviation [SD]) follow-up was 3.8 (0.4) months. Fifty-five pts (98%) had 1 flare and 1 pt (2%) had 2
flares during follow-up. Time since GPP diagnosis was <1 year (n=12), >1 and <5 years (n=13), >5 and <10
years (n=8), >10 years (n=22) and missing (n=1). Mean (+SD) pt age was 42.6 (14.6) years (range: 18-68 years);
mean (+SD) body mass index was 24.2 (5.0) kg/m2. At baseline, most pts (n=50; 89%) had =1 comorbidity, the
most common (>10% of pts) being plaque psoriasis (n=17; 30%), pyrexia and hypertension (n=10; 18% for each),
and psoriatic arthropathy and anaemia (n=6; 11% each). Eighteen pts (32%) had baseline infections or
infestations (folliculitis and tuberculosis [n=3 each; 5.4%] were the most common). Most pts (n=52; 93%) reported
the use of =1 concomitant medication (immunosuppressants, corticosteroids, topicals, biological therapies and
others). Twenty-seven pts (48%) were receiving treatment for ongoing chronic plaque psoriasis.

Forty pts (71%) experienced TEAEs, which were mostly mild (n=21; 38%) or moderate (n=15; 27%). The most
frequently reported AE categories (MedDRA System Organ Class level) were infections and infestations (n=21;
38%), skin and subcutaneous tissue disorders (n=15; 27%), general disorders and administration site conditions
(n=10; 18%), investigations (n=8; 14%), and metabolism and nutrition disorders (n=6; 11%). At the MedDRA
preferred term level, the most frequently reported TEAEs (>10% of pts) were COVID-19 (n=10; 18%) and pyrexia
(n=6; 11%). Hypersensitivity events were non-serious and mild or moderate. Two pts (3.6%) had AESIs
(pneumonia [n=2], COVID-19), and 3 pts (5.4%) had SAEs (pneumonia, 2 pts [3.6%]; COVID-19, respiratory failure
and pustular psoriasis, 1 pt each [1.8%)]). Fifteen pts (27%) had investigator-defined drug-related AEs. No AEs led
to discontinuation/death.

Conclusion:

Spesolimab demonstrated a favourable benefit—risk profile in a real-world population of pts with GPP, including
pts with comorbidities and those taking other medications. Findings were consistent with a previous clinical trial in
pts with GPP flares (EFFISAYIL 1)2,3 and the healthcare context of the COVID-19 pandemic in which the EAPs were
conducted.

*Data cutoff was 28 Dec 2023; the trial was still ongoing.
References:

1. Kaplon H et al. MAbs 2023;15:2153410.
2. Bachelez H et al. N Engl J Med2021;385:2431-40.
3. Morita A et al. / Dermato/ 2023;50:183-94.
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Abstract N°: 4429

Proactive Therapeutic Drug Monitoring Versus Routine Care with the Novel Biologics in Psoriasis: a
Pragmatic, Multicentric, Randomised, Controlled Study - the HELIOS Study.

Rani Soenenl: 2, Lisa Schots 2, Kelly Van Lanckerz, Stefanie De Buyserz, Anke Eylenbosch*l' 2, Carolien Bonroyl' 2,
Jo Lw Lambert! 2

1Ghent University Hospital, Dermatology, 2Ghent University
Introduction & Objectives:

Psoriasis is a chronic immune-mediated inflammatory skin disease for which treatment with biologics is highly
effective. In general, these drugs are prescribed according to a ‘one-dose-fits-all’ principle, which might lead to
under- and overdosing, causing suboptimal response and unnecessary high drug exposure, respectively. A tool
that may support rational use of biologics is therapeutic drug monitoring (TDM). TDM is the measurement of
blood drug concentrations in order to individualize dosing regimens to achieve maximal clinical efficacy and
minimize adverse events. The primary objective of this trial is to assess if proactive TDM of IL-17 and/or IL-23
inhibitors is non-inferior compared to standard of care (SOC) with respect to sustained disease control in patients
with moderate-to-severe psoriasis.

Materials & Methods:

This is a pragmatic, multicentric, individually randomised, controlled non-inferiority trial. A total of 210 patients
using secukinumab, ixekizumab or guselkumab for at least 6 months according to the standard dosing scheme,
will be randomised (1:1) to TDM or SOC. In the TDM group, dosing intervals will be prolonged or shortened in a
stepwise manner. This will happen based on the blood drug concentrations of the biologic, measured every 3
months and in accordance with the decision tree pictured in figure 1. Disease activity and quality of life will be
monitored every 3 months by PASI, IGA, BSA, DLQI-R and SF-36. The primary endpoint is sustained disease
control, defined as an absolute PASI < 2 or a delta PASI from baseline = 50% during at least 80% of all 3-monthly
study visits over a period of 18 months. Secondary outcomes include course of PASI and DLQ], serious adverse
events, health related quality of life, cost-effectiveness and treatment satisfaction. Outcomes of TDM will be
compared to SOC.
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Figure 1. HELIOS trial decision tree for proactive treatment modifications of secukinumab, ixekizumab and
guselkumab based on blood drug concentrations of these biologics in psoriasis patients.

Results:

Inclusion is planned to start in August 2024. First preliminary results will be presented at the European Academy of
Dermatology and Venereology Congress 2026.

Conclusion:

With this study, we aim to assess whether proactive TDM of IL-17 and IL-23 inhibiting biologics is feasible, safe
and cost-effective. Proactive TDM in psoriasis patients may lead to more efficient and rational use of biologics.
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Abstract N°: 4481

Spesolimab increases the percentage of generalized pustular psoriasis (GPP) patients with clear skin over
time as measured by the Physician’s Global Assessment for GPP (GPPGA): Results from the EFFISAYIL 2
trial

Alice B. Gottliebl, Bruce Stroberz, Joseph F. Merola3, Arash Mostaghimi4, Aaron Farbergs, Jason Guercioe, Ming
Tang’, Christian Thoma®, Mark Lebwoh[!

Hcahn School of Medicine at Mount Sinai, 2yale University School of Medicine,3UT Southwestern Medical Center,
4Brigham and Women'’s Hospital, Harvard Medical School, °Bare Dermatology, ®Boehringer Ingelheim

Pharmaceuticals, Inc, 7Boehringer Ingelheim (China) Investment Co. Ltd,gBoehringer Ingelheim International
GmbH

Introduction & Objectives: Generalized pustular psoriasis (GPP) is a chronic inflammatory, potentially life-
threatening skin disease. Most patients experience chronic skin symptoms between flares which can lead to
significant patient burden. Spesolimab, an anti-interleukin-36 receptor monoclonal antibody, is approved in the
United States to treat GPP in adults and pediatric patients 12 years of age and older and weighing at least 40 kg.
EFFISAYIL 2 (NCT04399837) evaluated the efficacy and safety of subcutaneous (SC) spesolimab in GPP. Here, we
report the percentage of patients achieving clear skin (Physician’s Global Assessment for GPP [GPPGA]=0)1 over
time from patients who were treated with the FDA approved spesolimab dosing regimen (600 mg loading dose,
then 300 mg maintenance dose every 4 weeks) in EFFISAYIL 2.

Materials & Methods: Measurements were completed for each subject at 4 timepoints (baseline, Week 4, Week
16, and Week 48). Data collected closest to the given time points were used by including the effect of potential
intravenous spesolimab treatment and subsequent open-label SC spesolimab treatment in patients who
experienced a flare. The data were analyzed as observed.

Results: Proportion of patients with GPPGA total score of 0 increased over time under spesolimab treatment
(10.0% (N=3/30) at baseline, 27.6% (N=8/29) at Week 4, 48.1% (N=13/27) at Week 16, and 52.2% (N=12/23) at
Week 48).

Conclusion: Continuous treatment with spesolimab SC improved skin symptoms in GPP, with 50% of patients
achieving clear skin at Week 48. These findings suggest a role of spesolimab in complete resolution of GPP skin
symptoms.

1Burden AD, Bachelez H, Choon SE, Marrakchi S, Tsai TF, Turki H, Morita A, Lebwohl MG, Bissonnette R, Zheng M,
Anadkat MJ, Navarini AA, Tang M, Thoma C, Duffin KC. The Generalized Pustular Psoriasis Physician Global
Assessment (GPPGA) score: online assessment and validation study of a specific measure of GPP disease activity.
Br J Dermatol. 2023 Jul 7;189(1):138-140. doi: 10.1093/bjd/ljad071. PMID: 37075220.
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Abstract N°: 4520

Spesolimab decreases generalized pustular psoriasis (GPP) body surface area (BSA) over time in patients
switching from conventional systemic treatments: Results from the EFFISAYIL 2 trial

Joseph F. Merolal, Bruce Stroberz, Alice B. Gottlieb3, Arash Mostaghimi4, Jason Hawkes®, Jason Guercio6, Ming
Tang’, Christian Thoma8, Mark LebwohP?

1UT Southwestern Medical Center,zYaIe University School of Medicine, 31cahn School of Medicine at Mount Sinai,
4Brigham and Women’s Hospital, Harvard Medical School, °Integrative Skin Science and Research, Pacific Skin
Institute, 6Boehringer Ingelheim Pharmaceuticals, Inc,7Boehringer Ingelheim (China) Investment Co. Ltd,

8Boehringer Ingelheim International GmbH

Introduction & Objectives: Generalized pustular psoriasis (GPP) is a chronic inflammatory, potentially life-
threatening skin disease. Most patients experience chronic skin symptoms between flares which can lead to
significant patient burden. Spesolimab, an anti-interleukin-36 receptor monoclonal antibody, is approved in the
United States to treat GPP in adults and pediatric patients 12 years of age and older and weighing at least 40 kg.
EFFISAYIL2 (NCT04399837) evaluated the efficacy and safety of subcutaneous (SC) spesolimab in GPP. Here, we
report the effects on GPP body surface area (BSA) over time in patients switched from a small-molecule systemic
therapy at randomization when treated with the FDA approved spesolimab dosing regimen (600 mg loading dose,
then 300 mg maintenance dose every 4 weeks) in EFFISAYIL 2.

Materials & Methods: Total BSA was determined based on a weighted average of the extent of involvement over
4 main body regions, with head = 10%, upper extremities = 20%, trunk = 30%, and lower extremities = 40%. Total
BSA involvement was calculated for each subject at 4 timepoints (baseline, Week 4, Week 16, and Week 48). Data
collected closest to the given time points were used by including the effect of potential intravenous spesolimab
treatment and subsequent open-label SC spesolimab treatment in patients who experienced a flare. The data
were analyzed as observed.

Results: Within the FDA approved spesolimab regimen group, the average BSA for patients who stopped a
systemic medication for GPP (Total N=22; acitretin = 13, cyclosporine = 7, methotrexate = 1,
acitretin/methotrexate = 1) was 11.1 at baseline, decreasing to 8.2 at Week 4, 6.4 at Week 16, and then ending at
3.6 at Week 48.

Conclusion: Total BSA involvement decreased over the 48 weeks of the trial in spesolimab-treated patients who
stopped an off-label systemic medication for GPP at randomization.

EADV Congress 2024, Amsterdam
25 SEPTEMBER - 28 SEPTEMBER 2024

POWERED BY M-ANAGE.COM
AVa



E/N\ CONGRESS
DV

%/% AMSTERDAM 25-28 SEPTEMBER 2024

Abstract N°: 4566

Spesolimab decreases generalized pustular psoriasis (GPP) body surface area (BSA) over time in patients
with various lengths of disease history: Results from the EFFISAYIL 2 trial

Arash Mostaghimil, Bruce Stroberz, Joseph F. Merola3, Alice B. Gottlieb®, Boni Elewski®, Jason Guercioe, Ming
Tang’, Christian Thoma8, Mark Lebwohl*

1Brigham and Women'’s Hospital, Harvard Medical SchooI,ZYaIe University School of Medicine,3UT Southwestern
Medical Center, 4Icahn School of Medicine at Mount Sinai, University of Alabama School of Medicine,

6Boehringer Ingelheim Pharmaceuticals, Inc,7Boehringer Ingelheim (China) Investment Co. Ltd,gBoehringer
Ingelheim International GmbH

Introduction & Objectives: Generalized pustular psoriasis (GPP) is a chronic inflammatory, potentially life-
threatening skin disease. Most patients experience chronic skin symptoms between flares which can lead to
significant patient burden. Spesolimab, an anti-interleukin-36 receptor monoclonal antibody, is approved in the
United States to treat GPP in adults and pediatric patients 12 years of age and older and weighing at least 40 kg.
EFFISAYIL 2 (NCT04399837) evaluated the efficacy and safety of subcutaneous (SC) spesolimab in GPP. Here, we
report the effects on GPP body surface area (BSA) over time in patients diagnosed <5 vs =5 years prior to
enrollment when treated with the FDA approved spesolimab dosing regimen (600 mg loading dose, then 300 mg
maintenance dose every 4 weeks) in EFFISAYIL 2.

Materials & Methods: Total BSA was determined based on a weighted average of the extent of involvement over
4 main body regions, with head = 10%, upper extremities = 20%, trunk = 30%, and lower extremities = 40%. Total
BSA involvement was calculated for each subject at 4 timepoints (baseline, Week 4, Week 16, and Week 48). Data
collected closest to the given time points were used by including the effect of potential intravenous spesolimab
treatment and subsequent open-label SC spesolimab treatment in patients who experienced a flare. The data
were analyzed as observed.

Results: Within the FDA approved regimen spesolimab group, average BSA for patients diagnosed with GPP for
<5 years (N=13) was 14.7 at baseline, 15.0 at Week 4, then decreasing to 11.7 at Week 16, and then to 5.0 at
Week 48. For patients diagnosed with GPP for = 5 years (N=17) the values were 12.3 at baseline, decreasing to
7.0 at Week 4, increasing slightly to 7.6 at Week 16, and decreasing to 4.1 at Week 48.

Conclusion: Total BSA involvement decreased over the 48 weeks of the trial in spesolimab-treated patients
regardless of whether they were early (< 5 years) or late (= 5 years) in their disease course. This finding
demonstrates the efficacy of spesolimab in controlling GPP consistently for patients with various lengths of disease
history.
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Abstract N°: 4609

Spesolimab decreases generalized pustular psoriasis (GPP) body surface area (BSA) over time: Results
from the EFFISAYIL 2 trial

Bruce Stroberl, Joseph F. Merolaz, Alice B. Gottlieb3, Arash Mostaghimi4, Jennifer Hsiao®, Jason Guercio6, Ming
Tang’, Christian Thoma8, Mark LebwohP?

lvale University School of Medicine,ZUT Southwestern Medical Center, 31cahn School of Medicine at Mount Sinai,
4Brigham and Women’s Hospital, Harvard Medical School,>Ronald Reagan UCLA Medical Center, ®Boehringer

Ingelheim Pharmaceuticals, Inc, 7Boehringer Ingelheim (China) Investment Co. Ltd,8Boehringer Ingelheim
International GmbH

Introduction & Objectives: Generalized pustular psoriasis (GPP) is a chronic inflammatory, potentially life-
threatening skin disease. Most patients experience chronic skin symptoms between flares which can lead to
significant patient burden. Spesolimab, an anti-interleukin-36 receptor monoclonal antibody, is approved in the
United States to treat GPP in adults and pediatric patients 12 years of age and older and weighing at least 40 kg.
EFFISAYIL 2 (NCT04399837) evaluated the efficacy and safety of subcutaneous (SC) spesolimab in GPP. Here, we
report the effects on GPP body surface area (BSA) over time in patients treated with the FDA approved
spesolimab dosing regimen (600 mg loading dose, then 300 mg maintenance dose every 4 weeks) in EFFISAYIL 2.

Materials & Methods: Total BSA was determined based on a weighted average of the extent of involvement over
4 main body regions, with head = 10%, upper extremities = 20%, trunk = 30%, and lower extremities = 40%. Total
BSA involvement was calculated for each subject at 4 timepoints (baseline, Week 4, Week 16, and Week 48). Data
collected closest to the given time points were used by including the effect of potential intravenous spesolimab
treatment and subsequent open-label SC spesolimab treatment in patients who experienced a flare. The data
were analyzed as observed.

Results: Total BSA improved continuously under spesolimab treatment (13.3% at baseline, 10.6% at Week 4, 9.4%
at Week 16, ending at 4.5% at Week 48).

Conclusion: Continuous treatment with spesolimab SC improved BSA from 13% to 5% at the end of the trial.
These findings suggest a role of spesolimab in improving area of involvement as measured by BSA.
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Abstract N°: 4649
Reassuring laboratory safety but distinct effects of different biologic classes in real-life psoriasis patients
Nidegger Alessial, Messmer Noemil, Conrad Curdint

1University Hospital CHUV , Department of Dermatology and Venereology, Lausanne, Switzerland
Introduction & Objectives:

Biologics targeting the pathogenic TNF/IL23/IL17-pathway were shown to be highly effective and their safety and
tolerability appear to be remarkable across the years. However, evidence-based guidelines have still not been
clearly defined regarding laboratory monitoring. Here, we collected and analyzed data on laboratory results in
psoriasis patients receiving biologics to evaluate the relevance and necessity of regular blood testing.

Materials & Methods:

Retrospective analysis of blood values, measured before treatment initiation, after 3, 6, 12, 18, and 24 months of
400 patients receiving methotrexate (MTX) or representatives of the biological classes anti-TNF (Adalimumab),
anti-IL12/23b (Ustekinuma), anti-IL23 (Guselkumab) and (anti-IL17) Secukinumab.

Results:

Our analyses revealed no worrying laboratory values among patients receiving biologics. Abnormal values were
mostly self-limiting, and no cases of severe laboratory abnormalities were detected in the biologics group.
However, we identified distinct effects of the biologic classes on certain blood parameters. While the other
biologics (and MTX) showed a decrease in leucocyte counts, patients receiving adalimumab showed a significant
increase in leucocytes. TNF blockade might increase circulating leucocytes via prolonged survival, inhibition of the
migration into inflamed tissues, and by promoting type I IFN production. The lymphocyte curve under MTX was
significantly lower than under biologics, probably due to bone marrow suppression, which was shown also for low
dose MTX.

As IL17 promotes neutrophil granulopoiesis and plays an important role for the survival of neutrophils, it was not
surprising that IL17 blockade has been linked to transient neutropenia. However, we did not observe a significantly
different overall trend under Secukinumab as compared to the other treatments. These data indicate that
additional neutrophil testing in anti-IL17 treated patients is unnecessary and only indicated in cases of
unexplained fever.

Unsurprisingly, Methotrexate showed some hepatotoxic effect with increase in liver transaminases ALAT and ASAT.
Adalimumab and Secukinumab showed a general trend of decreasing transaminase values suggesting a
hepatoprotective effect of TNF and IL17 blockade. Unexpectedly, Ustekinumab and Guselkumab did not show
such a declining curve of the more liver-specific ALAT but rather a slightly increased risk for pathological values
over time These results might indicate that anti-IL23 and anti-IL12/23 lack such a hepatoprotective effect.
However, differences could potentially also be explained by a selection bias, as Ustekinumab and Guselkumab
might have been preferentially chosen for patients presenting liver disease or having at-risk alcohol consumption.

Conclusion:

The results of our study are very reassuring regarding the safety profiles of biologics in real-life patients. Our data
suggest that reducing frequent laboratory analyses to 12 months intervals are sufficient and would be cost saving
in the management of psoriasis patients receiving biologics.** Our study also indicates some distinct organ-



specific effects of the different biologic classes, which might help guiding treatment decisions in the future.
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Abstract N°: 4705

Patient-Reported Outcomes in the Randomized, Double Blind Phase 2 Study of ESK-001, an Oral Allosteric
TYK2 Inhibitor, in Adults with Moderate-to-Severe Plaque Psoriasis

Andrew Blauveltl, Steven Kempersz, Elena Hitraya3, Roman Rubio3, Grace MA3, Michelle Bettinger3, Nicholas
Vlahakis3, Howard Sofen*

1Oregon Medical Research Center, Portland, United States,zMinnesota Clinical Study Center, New Brighton,

United States, 2Alumis Inc., South San Francisco, United States, *David Geffen School of Medicine at UCLA, Los
Angeles, United States

Introduction & Objectives: ESK-001 is an oral, highly selective allosteric TYK2 inhibitor being developed for
patients with moderate-to-severe plaque psoriasis. The Phase 2 ESK-001 program consists of a completed
randomized, placebo-controlled dose ranging study (STRIDE, NCT05600036), and an ongoing open label
extension study (OLE, NCT05739435). Here the patient-reported outcomes (PROs) from these studies are
reported.

Materials & Methods: STRIDE was a randomized, double-blinded, placebo-controlled study in psoriasis patients
with PASI=12, sSPGA=3 and BSA=10%. Patients were randomized (1:1:1:1:1:1) to one of five ESK-001 dose arms
(10 mg QD, 20mg QD, 20mg BID, 40mg QD, 40mg BID) compared to placebo. The primary endpoint was PASI-75
at Week 12 and PRO secondary endpoints included achievement of DLQI-0/1 and improvement in pruritus
numerical rating scale (NRS). Eligible patients from STRIDE were enrolled in the OLE study (currently ongoing) into
one of two dose arms (40mg BID or 40mg QD).

Results: The primary and key secondary endpoints were met (p<0.0001, top three doses) with a dose-dependent
response. At the highest dose (40 mg BID), 64%, 39% and 15% (placebo = 0%) of patients achieved PASI-75,
PASI-90 and PASI-100; 59% and 23% (placebo = 8%, 0%) of patients achieved sPGA-0/1 and sPGA-0 at Week 12,
respectively. Concordant with these findings, dose-dependent improvements in DLQI and pruritus were observed
at Week 12 (Table). At the 40mg BID dose, 64% of patients achieved DLQI-0/1 and median % improvement in
pruritus for both on-average and at-worst scores were 88%. Improvements for both DLQI-0/1 and pruritus scores
were maintained at Week 16 of the OLE study based on 08 Dec, 2023 data date (Table). ESK-001 was generally
safe and well tolerated in STRIDE with a similar safety profile in the OLE. TEAE severity was similar across dose
arms, with the majority of TEAEs mild-to-moderate and self limited. No deaths, treatment related AEs associated
with JAK inhibitor class pharmacology, or clinically significant laboratory or ECG trends were observed.

Table: Dose dependent improvement in DLQI and pruritus PROs in STRIDE at Week 12, with maintenance
of response at Week 16 in the OLE



STRIDE, Week 12

Placebo

(N=38)

40 mg BID

(N=39)

40 mg QD

(N=39)

20 mg BID

(N=39)

20 mg QD

(N=36)

10mg QD
(N=36)

Open Label Extension, Week
16

40mg BID

(N=382)

40mg QD

(N=82)

* based on non-responder imputation (NRI)

* Median % change from Baseline in pruritus NRS (scored 0-10: severity of itch, on average or at worst, within the
past 24 hours)

Conclusion: In these Phase 2 moderate-to-severe psoriasis studies ESK-001 demonstrated significant
improvements in patient reported quality of life (DLQI) and psoriasis-associated pruritus (NRS), with a clear dose-
dependent improvement observed. Improvements in PROs were maintained with ongoing treatment in the OLE
study. These PRO outcomes highlight the positive impact on the lives of patients with psoriasis, while receiving
ESK-001.
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Abstract N°: 4848

To kill two birds with one stone - a case report on the use of dupilumab in prurigo nodularis and
managing anti-PD-1 adverse effects in a melanoma patient

Wiktoria Bajekl, Daria Podles'nal, Karina PoIak2, Aleksandra Fratczakz, Mikotaj Lanochaz, Beata Bergler—Czop2

IStudents Scientific Association at the Department of Dermatology, Medical University of Silesia, Katowice, Poland,

2Chair and Department of Dermatology, Medical University of Silesia, Katowice, Poland
Introduction & Objectives:

Dupilumab is used in the treatment of prurigo nodularis - chronic skin disease characterized by extremely pruritic
hyperkeratotic nodules. Several articles demonstrate its safety and efficacy in managing skin adverse effects
associated with anti-PD-1 drugs. We report an extraordinary case of a patient with melanoma treated with
dupilumab due to side effects of nivolumab, anti-PD-1 molecule, including prurigo nodularis.

Materials & Methods:

The patient was referred to the dermatology clinic due to numerous erythematous lesions with nodules, primarily
located in the trunk and lower limbs. These lesions were accompanied by severe itching. Six years prior to
admission, the patient had been diagnosed with BRAF(-) melanoma involving the small intestine and
rectosigmoid junction. The patient underwent two surgeries, a left adrenalectomy due to metastases and a
mediastinum metastasectomy followed by radiotherapy.

Initially, the patient received pembrolizumab treatment for a duration of two years. However, due to loss of
response, the drug was switched to nivolumab. After two months on nivolumab, erythematous lesions began to
appear. Despite attempting standard treatment methods, the disease significantly impacted the patient’s quality
of life. Consequently, nivolumab immunotherapy was discontinued, and the patient was referred to the
dermatology clinic.

At the dermatology clinic, the patient received a comprehensive treatment approach, including intravenous
steroids, oral antihistamines, and topical treatments. Initially, the diagnosis was contact dermatitis. However,
despite these efforts, the patient’s condition continued to worsen over subsequent months. New nodular skin
lesions appeared on the lower limbs, and the intensity of itching persisted. Ultimately, the diagnosis was revised
to prurigo nodularis.

Given the failure of standard prurigo nodularis treatments, the patient was administered dupilumab. Notably,
literature supports the use of dupilumab in patients with nivolumab-induced contact dermatitis, emphasizing its
effectiveness in managing such side effects. The patient responded well to the standard regimen of dupilumab,
with the lesions resolving and a reduction in itchiness. This case highlights the potential of dupilumab as a
valuable therapeutic option for prurigo nodularis.

Results:
The patient was treated with good results.
Conclusion:

Dupilumab is an effective way to treat prurigo nodularis, itchiness and post anti-PD-1 adverse effects. We report
an interesting case of a patient with melanoma in which this drug worked for all of those skin problems and



turned out to be an effective and safe way of treatment.
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Abstract N°: 4852

Is Omalizumab a New Potential Standard for Mastocytosis Treatment? - a systematic review
Stanistaw Anczykl, Barbara Roguskal, Aleksandra Frqtczakz, Karina Polak2, Bartosz Mizio’fekz, Beata Bergler—Czop2

IStudents Scientific Association at the Department of Dermatology, Medical University of Silesia, Katowice, Poland,

2Chair and Department of Dermatology, Medical University of Silesia, Katowice, Poland
Introduction & Objectives:

Our objective was to evaluate the most recent sources regarding the safety and efficacy of omalizumab in the
treatment of mastocytosis in adult patients.

Materials & Methods:

We conducted a search of the following international electronic databases from inception until April 2024:
PUBMED, MEDLINE, EMBASE, Web of Science, The Cochrane Central Register of Controlled Trials, and The
Cochrane Database of Systematic Reviews. Our search strategy included the key words: 1. Mastocytosis, 2.
Cutaneous mastocytosis OR Urticaria pigmentosa, 3. Systemic mastocytosis, 4. Omalizumab. We applied the
following inclusion criteria: original trials, case series and case reports concerning humans published in Polish,
English, and French. Congress abstracts were excluded. We also manually searched reference lists to find
potentially relevant articles.

Results:

Our search yielded two multi-center retrospective cohort studies, one controlled randomized study, one
retrospective cohort study, four case series, and ten case reports. In total, 115 patients were included (18 with
cutaneous mastocytosis and 97 with systemic mastocytosis). The average treatment period was 17.5 months. The
treatment led to tolerable venom immunotherapy and completely eliminated severe reactions in all patients
suffering from anaphylaxis due to honeybee stings. A total of 84% of the patients experienced a complete
resolution of idiopathic anaphylaxis episodes. Heart palpitations, gastrointestinal, cutaneous, neuropsychiatric and
respiratory symptoms were completely resolved at rates of 43%, 29%, 27%, 11%, and 9% respectively. The
treatment’s effectiveness was sustained throughout its duration for all responders, except for four. However, 14
patients reported adverse events.

Conclusion:

Omalizumab appears to inhibit certain severe reactions associated with mastocytosis, potentially being an effective
treatment for disease-related symptoms. However, the supporting evidence is primarily based on observational,
uncontrolled data from a limited number of patients. To gain a deeper understanding of omalizumab’s role in
mastocytosis treatment, more randomized controlled trials are necessary.
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Abstract N°: 4863

Use of Systemic Janus Kinase Inhibition for Neutrophilic Dermatoses: An Evidence-Based Review

Siddhartha Soodl, Megan Parkl, Ahmed Bagitl, Khalad Maliyarz, Muskaan Sachdevaz, Abrahim Abduelmulaz,
Yuliya Lytvyn?, Asfandyar Mufti® 3, Jensen Yeung* 3 4>

1University of Toronto, Temerty Faculty of Medicine, Toronto, Canada,ZUniversity of Toronto, Division of
Dermatology, Department of Medicine, University of Toronto, Toronto, Canada, 3Sunnybrook Health Sciences
Centre, Division of Dermatology, Toronto, Canada, “Women's College Hospital, Division of Dermatology, Toronto,
Canada, *Probity Medical Research, Waterloo, Canada

Introduction & Objectives:

Neutrophilic dermatoses (NDs) are a heterogeneous group of challenging-to-treat immune-mediated skin
conditions. This systematic review summarizes emerging evidence regarding the novel use of systemic Janus
kinase inhibitors (JAKi) for NDs.

Materials & Methods:

In adherence with PRISMA guidelines, Embase and MEDLINE databases were searched on December 8th, 2023
using specific keywords. After independent screening by two reviewers, 38 articles encompassing 86 patients were
included. The mean age was 45 (range: 1.2-89) years with sex reported in 64 (74.4%) patients (36 [56.3%] males;
28 [43.8%] females). NDs were refractory to non-JAKi systemic therapy in 84.9% (73/86) of reported cases.

Results:

Systemic JAKi were used for the following NDs: pyoderma gangrenosum (33.7%, 29/86), VEXAS syndrome (24.4%,
21/86), CANDLE syndrome (19.8%, 17/86), Behcet’s disease (17.4%, 15/86), sweet syndrome (3.5%, 3/86), and
acne fulminans (1.2%, 1/86). The systemic JAKi utilized were as follows: tofacitinib (51.2%, 44/86), baricitinib
(27.9%, 24/86), ruxolitinib (15.1%, 13/86), upadacitinib (4.7%, 4/86), and filgotinib (1.2%, 1/86).

Complete resolution was most commonly observed for sweet syndrome (100%, 3/3), pyoderma gangrenosum
(93.1%, 27/29), Behcet's disease (66.7%, 10/15), and VEXAS syndrome (66.7%, 14/21) with the most frequent JAKi
being baricitinib (66.7%, 2/3), tofacitinib (pyoderma gangrenosum: 69%, 20/29; Behcet's disease: 100%, 15/15),
and ruxolitinib (52.4%, 11/21) respectively for those conditions. Mean treatment duration was 155.4 days (72.1%,
62/86). There were 61 total treatment-emergent adverse events documented in 26 (30.2%, 26/86) patients, most
commonly reflecting upper or lower respiratory tract infections (61.5%, 16/26). Toxicity-related discontinuation
occurred in 5 (5.8%) cases (herpes zoster [n=2], colon cancer progression [n=1], pneumonia [n=1], COVID-19
[n=1]). There was 1 (1.2%) sepsis-related death reported during treatment with ruxolitinib and several
concomitant immunosuppressants for VEXAS syndrome.

Conclusion:

These results, in combination with existing in-vitro studies demonstrating lesional JAK upregulation in several
NDs, indicate systemic JAKi, particularly pan-cytokine inhibition via tofacitinib, may be efficacious and safe for
these indications. Our findings demonstrated a favourable resolution rate particularly for pyoderma gangrenosum,
Behcet’s disease, VEXAS syndrome, and sweet syndrome. Placebo-controlled studies are warranted.
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Abstract N°: 4924

Dupilumab-associated ocular surface disease in pediatric atopic dermatitis patients treated with
dupilumab: Results from the BioDay registry

Lisa van der Rijst*l, Nienke Veldhuisz, Sara van der Kampz, Nicolaas Zuithoff3, Marjolein de Bruin—wellerz, Marlies
De Graaf!

1University Medical Center Utrecht, Wilhelmina Children’s Hospital, Department of Dermatology and Allergology,
Utrecht, Netherlands, 2University Medical Center Utrecht, Department of Dermatology and Allergology, Utrecht,

Netherlands, 3)ulius Center for Health Sciences and Primary Care, University Medical Center Utrecht, Utrecht,
Netherlands

Introduction & Objectives: Dupilumab-associated ocular surface disease (DAOSD) is the most frequently
reported adverse event in clinical trials in pediatric atopic dermatitis (AD) patients treated with dupilumab.
However, long-term real-world safety data in pediatric patients are limited. Therefore, this study aimed to
investigate the incidence of DAOSD in pediatric AD patients treated with dupilumab (Figure 1).

Materials & Methods: This prospective study included pediatric AD patients (aged 3-17 years) treated with
dupilumab between August 2019 and March 2024. All patients participated in the BioDay registry. Ocular
symptoms were assessed every 4-12 weeks during dupilumab treatment. DAOSD was considered mild if symptoms
were controlled with lubricating eye drops, antihistamine eye drops, and/or tacrolimus skin ointment on the
external eyelids (referred to as standard therapy). Patients with persistent ocular symptoms despite standard
therapy were referred to an ophthalmologist for ophthalmic examination, and were considered as having
moderate-to-severe DAOSD if they required ocular anti-inflammatory therapy.

Results: A total of 104 patients (mean age 11.7 + 4.0) with a median follow-up of 70.5 weeks (interquartile range
(IQR): 46.3-113.0) were included. Overall, 36/104 (34.6%) patients developed DAOSD with 25/36 (69.4%) classified
as mild and 11/36 (30.6%) as moderate-to-severe. DAOSD occurred at a median treatment duration of 13.0 weeks
(IQR 4.0-27.4). The most frequent reported symptoms in both mild and moderate-to-severe DAOSD were pruritus
(64.0% and 100.0%), redness (60.0% and 100.0%), and tearing (52.0% and 72.70%). Ophthalmic examination
revealed that tarsal conjunctivitis (100.0%), meibomian gland dysfunction (87.5%), and blepharitis (75.0%) were
the most common ocular characteristics in patients with moderate-to-severe DAOSD. In 3/104 (2.9%) patients,
dupilumab treatment was discontinued due to DAOSD.

Conclusion: This real-world study shows that 34.6% of dupilumab-treated pediatric AD patients develop DAOSD.
These high rates underscore the importance of awareness during dupilumab treatment, especially in (young)
pediatric patients, where reporting ocular symptoms can be challenging and may lead to delayed diagnosis.



‘asEasIp 9JBJNS 1BN20 pajeosse-qewn|idnp ‘gsovQ ‘euleseq ‘g ‘snnewsap aidoje ‘qQy suoieiaiqgy ‘ubisep Apms (1-g) ‘wie Apnig ()

‘ubisep Apnis pue wie Apnis " a4nbi4

~

-~

N\

1s|Bojoweyido Aq pajeal) :a1anas-0})-3jeIapopy

\

isiGojoweyido Aq uojlBUlLEX]  *+— /
(s)ieak

SYIUOW g + Jeak

se sdoup aka Buneauqn

sdosp aka aupues|ynuy =

F DPESEASER

EE_“_.._..m..L-%H ﬁ + \

_, Q Q

+ + |

~

spijaka jewala Joj (% 1°0) ucicfaﬁ%ﬁlmﬁ swojdhuiks seinag | | _uE.nE.. j_au. _ :EKE& im0 | Eaﬁh_w ez
il b e E0DOD O (e)
Tﬁw nmoqa._._:a......uu 9 (aunean u sx2am) qewnydnp Lais g
. J
( [ ] ) [ sordeoas -1y ( sieak gL> |
(@ =
: Hp-l
< d
T @) n.“.E_E
9SEas|p 298NS JB|N20 (0} ayesopow)
r_uou!coaﬂin!_._..___%ﬁ | qewnjdng L ) oelpad .
v
N9IS3d AANLS ANV NIV AdNLS
S

EADV Congress 2024, Amsterdam
25 SEPTEMBER - 28 SEPTEMBER 2024
POWERED BY M-ANAGE.COM

A



E/N\ CONGRESS
DV

%2% AMSTERDAM 25-28 SEPTEMBER 2024

Abstract N°: 4937

Bimekizumab efficacy and safety in patients with psoriatic arthritis who had skin and nail psoriasis at
baseline: Up to 2-year results from two phase 3 studies

Costello Medical*, Diamant Thagil, Akihiko Asahinaz, Wolf-Henning Boehncke3, Alice B. Gottlieb®, Mark Lebwoht?,
Richard B. Warren® ©, Barbara Ink/, Rajan Bajracharya’, Jason Coarse®, Joseph F. Merola®

1University of Lubeck, Institute and Comprehensive Center for Inflammation Medicine, Libeck, Germany,zThe Jikei
University School of Medicine, Department of Dermatology, Tokyo, Japan, 3Geneva University Hospitals, Division
of Dermatology and Venereology, Department of Medicine and University of Geneva, Department of Pathology
and Immunology, Faculty of Medicine, Geneva, Switzerland, 4The Icahn School of Medicine at Mount Sinai,
Department of Dermatology, New York, New York, United States, >Northern Care Alliance NHS Foundation Trust,
Dermatology Centre, Manchester, United Kingdom, 6Manchester Academic Health Science Centre, NIHR
Manchester Biomedical Research Centre, Manchester University NHS Foundation Trust, Manchester, United
Kingdom, 7UCB Pharma, Slough, United Kingdom, 8UCB Pharma, Morrisville, North Carolina, United States,UT
Southwestern Medical Center, Department of Dermatology and Department of Medicine, Division of
Rheumatology, Dallas, Texas, United States

Introduction & Objectives:

Bimekizumab (BKZ), a humanised monoclonal IgG1 antibody that selectively inhibits interleukin (IL)-17F in
addition to IL-17A, has demonstrated efficacy and tolerability to 1 year in patients with psoriatic arthritis (PsA) and
psoriasis.1 Nail psoriasis is associated with increased risk of PsA, as well as more severe disease and decreased
quality of life, in patients with psoriasis.2,3 It is therefore clinically important to assess the efficacy and safety of
new treatments in patients with PsA, skin involvement and nail psoriasis.

Here, efficacy and safety of BKZ treatment are reported to 2 years in patients with PsA, skin involvement and nail
psoriasis who were biologic disease-modifying antirheumatic drug (b DMARD)naive or had prior inadequate
response/intolerance to tumour necrosis factor inhibitors (TNFi-IR).

Materials & Methods:

BE OPTIMAL (NCT03895203; bDMARD-naive) and BE COMPLETE (NCT03896581; TNFiIR) assessed subcutaneous
BKZ 160 mg every 4 weeks (Q4W) in patients with PsA. Placebo (PBO) patients switched to BKZ (PBO/BKZ) at
Week 16. BE OPTIMAL included a reference arm (adalimumab [ADA] 40 mg every two weeks [Q2W]); ADA
patients switched to BKZ at Week 52 (ADA/BKZ) with no washout between treatments. BE OPTIMAL Week 52 and
BE COMPLETE Week 16 completers were eligible to enrol in the openlabel extension, BE VITAL (NCT04009499), in
which all patients received BKZ.

Post hoc data are reported for patients with baseline (BL) skin involvement (=3% body surface area [BSA]) and
nail psoriasis (modified Nail Psoriasis Severity Index [nNAPSI] >0). Efficacy outcomes are reported to Week 104 of
BE OPTIMAL and Week 100 of BE COMPLETE. Missing data imputed using nonresponder (binary), multiple
(continuous) or worst-category (categorical) imputation.

Safety data are reported for all patients treated with BKZ.
Results:

263/852 (30.9%) bDMARD-naive (133/431 BKZ; 88/281 PBO; 42/140 ADA) and 159/400 (39.8%) TNFi-IR patients



(105/267 BKZ; 54/133 PBO) had BL psoriasis =3% BSA and mNAPSI >0. Of those, 230 (87.5%) bDMARD-naive and
136 (85.5%) TNFi-IR patients completed Week 104/100.

Efficacy responses seen at Week 52 on BKZ were sustained to Week 104/100, with high proportions of bDMARD-
naive and TNFi-IR patients sustaining improvements across joint, skin, nail, physical function and composite
outcomes (Figure, Table).

For bDMARD-naive and TNFi-IR patients on BKZ, the exposure-adjusted incidence rates per 100 patient-years
(EAIR/100 PY) for =1 treatment-emergent adverse event (TEAE) were 154.9 and 78.8, respectively. Incidence rates
(EAIR/100 PY) of serious TEAEs were 6.6 (bDMARD-naive) and 5.2 (TNFi-IR). Of reported Candida infections
(EAIR/100 PY bDMARD-naive: 5.9, TNFi-IR: 2.2), none were serious or systemic; 2 infections led to study
discontinuation (bDMARD-naive: 2, TNFi-IR: 0). To 2 years, 2 deaths occurred in bDMARD-naive patients and 1
death occurred in TNFi-IR patients, deemed unrelated to treatment.

Conclusion:

BKZ treatment resulted in sustained clinical efficacy up to 2 years in patients with PsA, skin involvement and nail
psoriasis; improvements were generally similar regardless of prior TNFi treatment. BKZ was well tolerated, with a
consistent safety profile to that previously reported.1

References:

1. Coates LC. Ann Rheum Dis 2023;82:346-7; 2. Zabotti A. Ann Rheum Dis 2023;82:1162-70; 3. Cengiz G. Int J
Rheum Dis 2023;26:43-50.

Figure. Proportion of patients with baseline skin psoriasis (=3% BSA) and nail
psoriasis (mMNAPSI >0) achieving ACR50, PASI100 and MDA over time to Week
104/100 (NRI, OC)
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Randomised set, in patients with skin psoriasis (=3% BSA) and nail psoriasis (mNAPSI >0) at baseline. In BE OPTIMAL,
patients were randomised 3:2:1 to BKZ 160 mg Q4W:PBO:reference arm [ADA 40 mg Q2W); in BE COMPLETE, patients were
randomised 2:1 to BKZ 160 mg Q<W:PBO. In both studies, patients on PBO switched to BKZ 160 mg Q4W at Week 16. In BE
QOPTIMAL, patients on ADA switched to BKZ 160 mg Q4W at Wesk 52, [a] Reference arm; study not powered for statistical
comparisons of ADA to BKZ or PBO. ACRS0: =50% improvement in American College of Rheumatology response criteria;
ADA: adalimumab; bDMARD: biclogic disease-modifying antirheumatic drug; BKZ: bimekizumab; BSA: body surface area;
MDA: minimal disease adivity; mMAPSIE: modified Mail Psoriasis Severity Index; NRL: nor-responder imputation; OC: observed
case; PASI100: 100% improvement in Psoriasis Area and Severity Index; PBO: placebo; Q2W: every two wesks; QW every
four weeks; THFi-IR: prior inadequate response or intolerance to tumour necrasis factor inhibitors.,



Table. Additional efficacy outcomes at Week 104 /100 for patients with PsA with
baseline skin involvement (=3% BSA) and nail psoriasis (mNAPSI >0) (MI, NRI, WCT)

BE OPTIMAL (bDMARD-naive) BE COMPLETE (THFi-IR)
Week 104 Week 100
PBO—BKZ 160 BKZ160  anp 40 mg aw— | PBO—BKZ 160  BKZ 160
Dats are NRI unless othenwise mg Q4w mg Q4w BKZ 160 mg Q4W* mg QAW mg Q4W
stated n=88 n=133 n=42 n=54 n=105
:‘EE}:;’ responders, 62 (70.5) 97 (72.9) 29 (69.0) 40 (74.1) 80 (76.2)
:‘EE}:;’ responders, 36 (40.9) 56 (42.1) 19 (45.2) 22 (40.7) 45 (42.9)
:'ﬁf;“ responders, 66 (75.0) 92 (69.2) 32 (76.2) 39 (72.2) 79 (75.2)
ACR50 + PASI100
responders, n (%) 37 (42.0) 56 (42.1) 21 (50.0) 25 (46.3) 47 (44.8)
VLDA responders, n (%) 24(27.3) 47 (35.3) 16 (38.1) 11 (20.4) 31 {29.5)
DAPSA disease state [WCI],®
n (%)
LDA+REM 47 (53.4) 74 (55.8) 25 (59.5) 32 (59.3) 51 (58.1)
REM 16(18.2) 36 (27.1) 15 (35.7) 9(16.7) 18 (17.1)
:JE';;;’ (of 68 joints), 29 (33.0) 50 (37.6) 19 (45.2) 15 (27.8) 35 (33.3)
-;’Jc'i;;’ (of 66 joints), 60 (68.2) a0 (67.7) 27 (64.3) 35 (64.8) 68 (64.8)
Enthesitis resolution
(LEI=0),° n/N (%) 18/24 (75.0)  28/43 (65.1) 5/10 (50.0) 7/13 (53.8)  28/39 (718}
Dadtylitis resolution
77 (100.0 19/25 (76.0 4/5 (80.0 5 (40,0 15/17 (88.2
(LDI=0)," n /N (%) 17 ) /25 (76.0) /5 (80.0) 2(5 (40.0) /17 (88.2)
Mail psoriasis resolution
(MNAPSI=0), n (%) 63 (71.6) 91 (68.4) 32 (76.2) 34 (63.0) 72 (68.6)
HAQ-DI CfB [MI], mean (SE} | _ga4g(0.08)  —0.40 (0.05) 0,51 (0.11) —-0.51(0.09) —0.51 (0.05)
HAQ-DI MCID,® n/N (%) 41/70 (58.5) ‘?é’;g? 22/37 (58.5) 30/47 (63.8)  58/93(62.4)
PsAID-12 total score MCID, 50/102
n/N (%) 34/68 (50.0) 49.0) 2235 (62.9) 22/45 (48.9)  52/87 (59.8)
Pain VAS 250%
mprovement,? n (%) 53 (60.2) 77 (57.9) 25 (59.5) 31 (57.4) 58 (54.8)

Randomised set, in patients with skin involvement (=3% BSA) and nail psoriasis (mMAPSL >0) at baseline. In BE OPTIMAL, patients
were randomised 3:2:1 to BKZ 160 mg Q9W:PBC:reference amm (ADA 40 mg Q2W); in BE COMPLETE, patients were randomised 2:1 to
BKZ 160 mg Q4W:PBO. In both studies, patients on PBO switched to BKZ 160 mg G4W at Wiesk 16. In BE OPTIMAL, patients on ADA
switched to BKZ 160 mg QW at Week 52. [a] Reference am; study not powered for statistical comparisons of ADA to BKZ or PBO;

[b] WCI considers patients with missing data or data after study treatment discontinuation to be in the worst category (high disease
activity); [c] In patients with baseline enthesitis (LET »0); [d] In patients with baseline dactylitis (LDI »0); [g] Decrease =0.35 from
baseline in patients with HAQ-DI =0.35 at baseline; [f] Cinically meaningful within-patient improvement refered to here as MCID:
decrease =3 from baselineg in patients with PsAID-12 total score =3 at baseline. PsAID-12 MCID data reported to Week 88 for BE
COMPLETE as PsAID-12 not collected at Week 100 in BE COMPLETE; [g] Pain VAS assessed using the Patient’s Assessment of Arthritis
Pain VAS which ranges from 0 to 100, 0 representing ‘no pain’ and 100 ‘most severe pain’; pain VAS 250% improvement represents a
substantial improvement in patient-reported pain, ACR20/50/70: =20/50/70% improvement in American College of Rheumatology
response criteria; ADA: adalimumab; bDMARD: biologic disease-modifying antirheumnatic drug; BKZ: bimekizumab; BSA: body surface
area; Cffi: change from baseling; DAPSA: Disease Activity Index for Psoriatic Arthritis; HAQ-DI: Health Assessment
Questionnaire-Disability Index; LDA: low disease activity; LDI: Leeds Dactylitis Index; LEI: Lesds Enthesitis Index; MCID: minimal
clinically important difference; MI: multiple imputation; mMNAPSL: modified Nail Psoriasis Severity Index; NRI: non-responder imputation;
PASISNA00: =90/100% improvement in Psoriasis Area and Severity Index; PEO: placebo; PsAID-12: Psf Impact of Dissase-12
questionnaire; Q2ZW: every two weeks; QW= every four weeks; REM: remission; SE: standard error; SIC: swollen joint count; TIC:
tender joint count; TNF-IR: prior inadequate response or intolerance to tumour neaosis factor inhibitors; WAS: visual analogue scale;
WLDA: very low dissase activity; WCT: worst-category imputation.,
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Abstract N°: 4950
ATTO-1310: A first-in-class anti-IL31 Attobody® for atopic dermatitis and other pruritic diseases

David BeIIovin*l, Jin Choil, Jonathan Lil, Jing Zhangl, Lam Nguyenl, Colman Ngl, Veit Schmelmerl, Hangjun
Zhan!, Petter Veiby!

IAttovia Therapeutics, Inc., Fremont, United States
Introduction & Objectives:

Chronic inflammatory skin diseases such as atopic dermatitis (AD) and prurigo nodularis (PN) lead to intensely
pruritic skin lesions resulting in severe scratching. In patients with moderate-to-severe AD and PN, topical steroids
and calcineurin inhibitors are not sufficient to achieve symptom control. Nemolizumab, which binds IL31RA, has
shown promising anti-pruritic efficacy in clinical trials, providing validation that targeting the IL31 pathway
translates to symptom relief in AD and PN patients. We have discovered a high affinity and potent biparatopic
Attobody® to the IL31 ligand, which has the potential to induce fast and prolonged control of pruritis in patients
with chronic inflammatory skin disease.

Materials & Methods:

ATTO-1310 consists of biparatopic Attobodies® to IL31 fused to human IgG1-Fc engineered for extended half-life.
Each Attobody® is comprised of two VHHSs, which on their own bind to distinct epitopes on IL31 with medium to
low affinity. Our unique linker technology enables the identification of highly potent biparatopic Attobodies®
even in the absence of inhibition by its individual component VHHs. The simultaneous engagement of two distinct
epitopes on IL31 by each Attobody® drives the exceptional binding affinity to IL31. ATTO-1310 was assessed for
its affinity for IL31 and its ability to suppress receptor dimerization and downstream signaling. Further, we
examined the anti-pruritic activity in mice and NHP, as well as the pharmacokinetic (PK) profile in NHP. Finally, the
manufacturability and immunogenicity of ATTO-1310 was evaluated.

Results:

Functionally, the high affinity of ATTO-1310 leads to potent suppression of IL31-mediated receptor dimerization
and downstream signaling in vitro. When administered in vivo, ATTO-1310 demonstrates the ability to block IL31-
induced pruritus in mice and in NHP, with a clear relationship between dose level, serum drug concentration, and
extent of anti-pruritic activity. Importantly, pharmacokinetic (PK) assessment of ATTO-1310 in NHP demonstrates
low clearance with a long half-life, clear dose linearity, and >80% bioavailability when administered
subcutaneously (SC). PK modeling supports the ability to achieve and maintain therapeutic exposures of ATTO-
1310 in humans with SC administration every three months. ATTO-1310 displays excellent manufacturability and
developability properties and is produced from CHO cells with high productivity and yield. In ex vivo assays,
ATTO-1310 has not raised any significant risk of immunogenicity.

Conclusion:

Nonclinical efficacy and PK data to date support advancement of ATTO-1310 to first-in-human clinical studies.

EADV Congress 2024, Amsterdam
25 SEPTEMBER - 28 SEPTEMBER 2024
POWERED BY M-ANAGE.COM
AN



=/ CONGRESS
DV

%& AMSTERDAM 25-28 SEPTEMBER 2024

Abstract N°: 4990

Tofacitinib aids in improving insulin resistance - in patients with psoriasis and diabetes
Anuradha Jindal*l, Malcom Noronha?

IManipal, Dermatology , Manipal, India,?Udupi, Skin win clinic, Santhekatte, Udupi, India
Introduction & Objectives:

Tofacitinib is a novel Janus Kinase (JAK) 1 and 3 inhibitor approved by the FDA for
the treatment of rheumatoid arthritis (RA), psoriatic arthritis, ulcerative colitis, and
polyarticular juvenile idiopathic arthritis.

The drug was originally developed for use in rheumatoid arthritis patients but its
action of blocking several cytokine receptors for Interleukin-2,4,7,9, 15, and 21 can
modulate several immune and inflammatory mechanisms.

Recently, the JAK-STAT pathway has also been implicated in the pathogenesis of
metabolic diseases. Population studies have shown polymorphism in gene JAK3 is
linked to increased waist circumference and central adiposity. The activation of the
JAK2/STATL pathway has been associated with the impairment of pancreatic beta
cells, thereby increasing the chances of diabetes mellitus. Recent trials with the use of
baricitinib (JAK1 and 2 inhibitors) have demonstrated the preservation of beta cell
function in the pancreas.

Aim- To understand the dynamics of blood sugars with the administration of
tofacitinib in patients with psoriasis

Materials & Methods:

This is a case of a 67-year-old diabetic male who presented

with itchy scaly plaques over the body for 20 years relapsing and remitting. After
thorough baseline investigations including a blood panel, Mantoux test, and chest X-
ray patient was started on a 5 mg per day dose of tofacitinib which was increased to
twice daily after 1 month along with methotrexate 5 mg every week.

The patient was a known case of diabetes and hypertension before starting tofacitinib.

He was on glimepiride 0.5 mg and metformin 1000 mg per day with random blood




sugar (RBS) 140 mg/dL and glycated Hb being 6.8% before starting the treatment.
After 6 months of tofacitinib the patient started to develop hypoglycemia with blood
sugars measuring 60 mg/dL. The dose of oral anti-hyperglycemic tablets were
reduced to half dosage which maintained his glycated Hb at approximately 6.5%.
After complete clinical resolution of psoriatic lesions after almost 1 year of
combination therapy of tofacitinib and methotrexate, both the drugs were tapped
slowly. A follow up of 6 months of stopping immunomodulators , patient did not
relapse and maintained his blood sugar levels.
Results: This case highlights the adjuvant role of tofacitinib in insulin resistance.
While there are reports and studies regarding baricitinib causing hypoglycemia and
also providing better control of glycemic index by preserving beta cell function of
pancreas, but the reports with tofacitinib are quite rare.
In fact, a study comparing the effects of baricitinib and tofacitinib showed significant
improvement in glyco Hb with baricitinib while no significant difference with
tofacitinib on glucose levels or insulin resistance.

Conclusion: Tofacitinib can act as an adjuvant therapy for the control of insulin

resistance in patients suffering from metabolic disorders along with psoriasis.
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Abstract N°: 5009

Journeying Through Evidence: Scoping the Revival of Anti-TNF Alpha in Psoriasis Treatment and
Cardiovascular Risk Reduction

Son Mail 2, Thomas Franck3, Pauline Gouttefarde> % 5, Yves Mbama®, Gilles Cizeronl, Mathieu Orioll, Francois

MacCari®, Beatrice Trombert> /, Bienvenu Bonguel, Jean-Luc Perrot® 2

Technical Support and Training Center for Health Examination Centers (CETAF), Saint Etienne, France,ZScience
Engineering, Health, Jean Monnet University, Saint-Etienne, France, 3Gérontopdle Auvergne Rhéne Alpes (AURA),
Saint Etienne, France, *PRESAGE, Jean Monnet University, Saint Etienne, France, 5SAINBIOSE laboratory , Unit
INSERM 1059 UMR, ®Reso, Saint Etienne, France, /CHU of Saint Etienne, Saint Etienne, France, 8Saint Etienne

Dermatology University Hospital, Saint Etienne, France, °Laboratory of Tribology of Systems , UMR CNRS 5513,
Saint Etienne, France

Introduction & Objectives:

Psoriasis affects 2%-3% of the world’s population, imposing significant physical and psychological burdens on
patients. Growing evidence suggests a potential resurgence of anti tumor necrosis factor alpha (TNF a) therapy,
driven by insights into its efficacy, safety profile, and intriguing cardio-protective properties. This review aims to
navigate the existing literature, mapping the landscape of TNF-a treatment and its implications for cardiovascular
risk reduction.

Materials & Methods:

A literature search was conducted accross PubMed, ScienceDirect, the Cochrane Library, and Wiley Online Library,
limited to English-language publications on biotherapies for psoriasis between 2013 and 2023. Initial screening of
titles and abstracts, followed by full-text review, was performed, resulting in the selection of 48 studies.

Results:

TNF-a inhibitors have exhibited a low and stable rate of cardiac events (CEs) over the last decade. Studies from
2013 to 2023, including randomized controlled trials (RCTs) and cohorts involving 254,051 psoriasis patients,
affirm the safety of adalimumab, etanercept, infliximab, certolizumab, and golimumab, suggesting their long-term
use poses no significant cardiac-related risks. TNF-at inhibitors reduced hazard risks for CEs, major CEs, myocardial
infarction, stroke, and angina. While adalimumab lowered cardiovascular biomarkers, a long-term study noted an
increased risk of cardiac disorders.

Conclusion:

TNF-a demonstrated superiority over non-biologic and non-systemic medications, evidenced by a reduction in
cardiovascular incidence and the possibility of achieving PASI 90. With these benefits, TNF-a could be considered
earlier in the treatment algorithm, preceding anti-IL17 or IL23 agents. Further long-term studies are warranted to
elucidate their precise cardiovascular effects and optimize treatment strategies in psoriasis management.
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Abstract N°: 5011

Bridging the Gap: Exploring Cardiovascular Risk with Modern Biotherapies in Psoriasis

Son Mail 2, Pauline Gouttefarde> % 5, Thomas Franck3, Yves Mbama4, Gilles Cizeronl, Mathieu Orioll, Francois
MacCari®, Beatrice Trombert> ’, Bienvenu Bongue 8, Jean-Luc Perrot® 10

Technical Support and Training Center for Health Examination Centers (CETAF), Saint Etienne, France,ZScience
Engineering, Health, Jean Monnet University, Saint Etienne, France, 3Gérontopdle Auvergne Rhéne Alpes (AURA),
Saint Etienne, France, *PRESAGE, Jean Monnet University, Saint Etienne, France, 5SAINBIOSE laboratory , Unit
INSERM 1059 UMR, Saint Etienne, France, ®Reso, Saint Etienne, France, /CHU of Saint Etienne, Saint Etienne,
France, 8Elderly Health, Jean Monnet University, Saint Etienne, France, 9Saint Etienne Dermatology University

Hospital, Saint Etienne, France, 1%Laboratory of Tribology of Systems, UMR CNRS 5513, Saint Etienne, France
Introduction & Objectives:

Psoriasis affects approximately 125 million people worldwide, with 48% experiencing moderate to severe disease
and 58% at increased major cardiac events (CEs). Treatment has evolved significantly with the introduction of
modern biotherapies; however, concerns have emerged regarding their potential impact on cardiovascular health.
This scoping review aims to provide an overview of the current evidence base and to inform clinical practice on
cardiovascular risk management for psoriasis patients.

Materials & Methods:

Following PRISMA guidelines. PubMed, ScienceDirect, Cochrane Library, and Wiley Online Library were used to
search for publications between 2013 and 2023 in English, focusing on psoriasis patients undergoing biotherapies.

Results:

In the review, 1,380,483 psoriasis patients were studied across 155 publications. Biologic medicines have proven
effective in treating psoriasis, with TNF-a inhibitors showing reduced cardiovascular risk biomarkers and lower
hazard risks for major CEs, myocardial infarction, stroke, and angina, compared to non-biologic anti-psoriatic
medications and even without systemic anti-psoriatic therapy. Anti-IL-17 and Anti-IL-12/23 medications exhibit
potential cardioprotective effects against coronary artery disease. However, alternative studies suggest conflicting
evidence regarding a potential association between these therapies and an elevated risk of major CEs,
necessitating further research to comprehensively elucidate their long-term cardiovascular impact. Anti-IL-23
therapies show no discernible effect on major CEs events or heart failure in short-term studies, warranting further
research for a comprehensive understanding.

Conclusion:

TNF-a consistently provide cardiovascular benefits. IL-12/23, IL-17, and IL-23 inhibitors exhibit conflicting findings
underscore the complexity of these treatments’ effects. These findings underscore the significance of tailored
treatment modalities in enhancing the efficacy of psoriasis management strategies, while concurrently prioritizing
cardiovascular safety considerations.
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Abstract N°: 5017

Baricitinib: Decrease in Libido as a possible undescribed adverse effect.
Juanita Montealegre*l, Vanessa Gomez Chicrel, Paula Berrio?

lUnisanitas, Bogota, Colombia, 2Sanitas EPS Sede Galerias, Bogota, Colombia
Baricitinib: Decrease in Libido as a possible undescribed adverse effect.
Introduction & Objectives:

Baricitinib a selective JAK 1/2 inhibitor prevents the involvement of different cytokines, suppresses the action of
receptor ligands, achieves very good results in patients with moderate to severe atopic dermatitis (AD), decreasing
DLQI and SCORAD, improves pruritus at 3 months of therapy. Safety analysis studies have been conducted on
baricitinib in which different adverse events have been described with the use of this drug, although it is

important to note that there are less prominent effects. Among these is decreased libido, the aim of this abstract is
to present a patient with a history of moderate to severe AD, on baricitinib treatment, who experienced decreased
libido as a side effect.

Results:

32-year-old male with a history of AD who required management with cyclosporine for 4 months and systemic
steroids due to poor response, hospitalisations due to intense pruritus that was difficult to manage, also requiring
azathioprine plus irregular phototherapy NB-UVB 80 sessions, with refractory symptoms despite treatment (BSA
25%, SCORAD 55, EASI 20, Pruritus 10/10), treatment was started with Baricitinib 4mg orally daily, with
improvement after 6 weeks of treatment (BSA 6%, SCORAD 8, EASI 2, Pruritus 2/10), follow-up documented
elevated transaminases, asthenia, extreme myalgias. As a noteworthy effect reported by the patient, there was a
significant decrease in libido, which the patient did not associate with other causes.

The information available in the literature on decreased libido secondary to Baricitinib is scarce and the
importance of documenting patient-reported adverse effects is highlighted. In a review of the literature on the
impact on male fertility, sexual dysfunction and teratogenicity, discontinuation of baricitinib treatment one month
prior to conception in men is recommended to prevent major birth defects previously described in animal studies
using high doses of the drug. Of note, there have been conflicting results in animal studies regarding baricitinib
and its effects on fertility.

Bieber T et al. conducted a study in which they describe the different adverse effects presented by patients,
nasopharyngitis, headache, increased blood CK, diarrhoea, herpes simplex, upper respiratory tract infections, acne
and major cardiovascular events (MACE), and none appear to have an impact on male sexual activity, but this
leads us to hypothesise whether there is any relationship between the increased cardiovascular risk associated
with baricitinib therapy and decreased libido.

Conclusion:

Careful and comprehensive assessment when prescribing baricitinib should consider both its therapeutic efficacy
and possible side effects, thus emphasising the importance for future researchers to investigate the relationship
between baricitinib and the reported adverse effects.

AD is a common pathology in the clinic, which makes it important to know the different types of treatment and
their adverse effects, as in this case Baricitinib, to be able to provide the least harmful treatment to our patients.
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Abstract N°: 5044

The Efficacy and Safety of Relatlimab/Nivolumab in Patients with Advanced Melanoma: A Systematic
Review

Saba Hasanzadehl, Reza Robatit

IShahid Beheshti University of Medical Sciences, Skin Research Center, Tehran, Iran
Introduction & Objectives:

Melanoma, accounting for 1% of skin cancers, is a leading cause of skin cancer-related deaths. While melanoma
incidence has increased, mortality rates have decreased due to the effectiveness of immune checkpoint inhibitors
(ICIs). ICIs were FDA-approved in 2011 for metastatic melanoma. In March 2022, the FDA approved nivolumab
and relatlimab combination (sold under the brand name Opdualag), use for patients over 12 years old with
metastatic melanoma or unresectable tumors. This systematic review aims to assess the efficacy and adverse
effects of combining nivolumab and relatlimab in advanced melanoma, aiding medical professionals in treatment
decisions.

Materials & Methods:

We conducted a search on MEDLINE, EMBASE, and Cochrane Library for studies published in any language up to
29/11/2023. Using Mesh and Emtree words “melanoma”, “relatlimab”, and “nivolumab”, we screened 398 articles
and included one single-arm clinical trials (N=1) and two randomized clinical trials (RCTs) (N=2). We excluded
case reports, case series, irrelevant clinical trials, preclinical trials, observational studies, review articles, meta-
analyses, and conference abstracts.

Results:

After screening databases, 398 articles were initially identified, with 29 full texts meeting inclusion criteria after
removing duplicates and irrelevant articles. Three original articles were selected for data extraction. One-year
event-free survival rates varied, with Amaria et al reporting 90%, Tawbi et al 47.4%, and Ascietro et al 21.4% (D1)
and 16% (D2). One-year overall survival rates were 93% (Amaria et al), 56% (Ascietro et al D1), and 60% (Ascietro
et al D2). Among 900 patients, common adverse effects included fatigue (18.33%), pruritus (15.11%),
hypothyroidism/thyroiditis (10.88%), and cutaneous rash (8.66%). Grade 3 or 4 treatment-related adverse effects
affected 16.44% of patients, with hepatitis (16.98%), diarrhea/colitis (13.5%), and adrenal insufficiency (7.43%)
being the most common.

Conclusion:

In conclusion, while relatlimab/nivolumab combination therapy has demonstrated promising results in terms of
efficacy in melanoma patients, comparing it to existing treatments necessitates extensive research and longer
follow-up periods. Further studies are essential to confirm its long-term effectiveness and safety.
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Abstract N°: 5090

Experience of usage of sekukinumab in patient with psoriasis and HIV-infection

Denis Zaslavskyl, Alexey Taganovz, Anna Artykoval, Ekaterina Lyaminal, Viktoria Poluektoval, Elizaveta Voronal,

Daria Kozloval

1Saint-Petersburg State Pediatric Medical University, Dermatovenereology, Saint-Petersburg, Russian Federation,

2Peoples’ Friendship University of Russia, Dermatovenereology, Moscow, Russian Federation

Introduction & Objectives: prevalence of psoriasis among HIV-infected patients ranges from 4% to 6%, which is
higher than in the general population (2-3%). Clinical trials of monoclonal antibodies for psoriasis treatment
excluded patients with HIV and other concomitant diseases as hepatitis, tuberculosis, moreover these diseases are
considered as a contraindication for use of monoclonal antibodies. This led to the inability to assess the
effectiveness and safety of drugs among groups of patients with concomitant diseases.

Materials & Methods: In November 2023, the Pediatric University Dermatological Clinic admitted a 16-year-old
boy with complaints of multiple desquamative rashes, itching, and dry skin. The anamnesis reveals that the child
was born to a mother with HIV (+) and was vertically infected the child tested positive for HIV in the first year of
life. The patient regularly receives antiretroviral therapy with positive immunological and virological dynamics. His
complaints about rashes appeared in 13 years. The child has been under observation at the clinic since 2022.
Diagnosis established: psoriasis vulgaris, progressive stage, severe course. Therapy with methotrexate was started
20mg per week. The doctor discharged the patient with recommendations to continue treatment at outpatient
polyclinic. However, during a year, according to the patient, he did not receive the drug. Upon re-admission, the
medical team objectively observed widespread skin lesions on the patient’s scalp, face, neck, and body. They
noted multiple edematous papules on the extremities, which merged into plaques and were richly covered with
silver-white scales and hemorrhagic crusts (index PASI 67). Because of the severity of the skin process, a decision
was made to initiate therapy with secukinumab.

Results: after the first injection (300mg) erythroderma developed, therefore, the administration of the drug was
delayed. During 10 days the patient received infusion therapy. After improvement of the condition, sekukinumab
was resumed. Already after the second injection, positive dynamics were noted (index PASI 30) and in next 12
weeks all lesions resolved. The patient currently continues to receive secukinumab and antiretroviral therapy, his
immunological status is normal.

Conclusion: a clinical example proves the effectiveness and safety of secukinumab for this pathology, which
expands the possibilities of providing care to patients with psoriasis with HIV-infection, including pediatric
practice.
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Abstract N°: 5096

Clinical effectiveness and safety of tildrakizumab in psoriatic patients with comorbidities: a multicenter
real-life study in elderly and frail elderly patients for up to 2 years.

Luca Mastorinol, Paolo Dapavol, Simone Riberol, Pietro Quaglino1

University of Turin, Medical Science, Torino, Italy
Introduction & Objectives:

Patients aged =65 years represent an increasing percentage of the population with moderate-severe psoriasis. To
date, there are no shared guidelines on the therapeutic management of the elderly patient.

The definition of “frail elderly” is not easily framed, generally meaning a patient with unstable homeostasis,
vulnerable to external damage, associated with increased hospitalization, institutionalization, falls, death, low
income, cognitive function deterioration, and progressive social isolation. To date, there is no study in the
literature examining possible differences between frail elderly and non-frail elderly with moderate-severe psoriasis
being treated with tildrakizumab.

Materials & Methods:

The present multicentric study evaluated the efficacy and safety for up to 2 years of treatment with tildrakizumab
in the elderly population (=65 years) comparing frail elderly and non-frail elderly patients. Mean PASI and
PASI100, 90, and <2 at 12-16, 24-28, 48-52, 76-80, and 102-106 weeks, DLQI-derived QoL outcomes at baseline,
48-52 weeks, 76-80 weeks, and 102-106 weeks. Drug survival was also analyzed.

Results:

A total of 217 patients aged =65 years were enrolled, of whom 87 (40.1%) were grouped in the frail patient
category. In the entire population, 2-year drug survival was =80%, and PASI 90 and =<2 were achieved in 75% and
87.5% of patients, respectively. No difference in effectiveness or safety was found between the frail and non-frail
populations. Frail patients were more prone to treatment discontinuation (18% vs 8.6%) (p=0.039) and lower drug
survival (p=0.042). Adjusting for baseline characteristics at COX regression, frail patients did not show a greater
risk of discontinuation (HR 0.51, p=0.091, CI 0.23-1.11). Only 2 patients discontinued treatment due to adverse
events.

Conclusion:

Tildrakizumab showed good safety and efficacy at 2 years in the elderly population with or without frailty,
confirming it as a potential treatment in comorbid patients. The finding is in line with real-life studies in the
general population.
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Abstract N°: 5102

Drug survival and clinical effectiveness of secukinumab, ixekizumab, brodalumab, guselkumab,
Risankizumab, tildrakizumab for psoriasis treatment: a retrospective monocentric study

Luca Mastorinol, Paolo Dapavol, Pietro Quaglinol, Simone Ribero!

University of Turin, medical sciences, Torino, Italy
Introduction & Objectives:

Biologics targeting IL-23, and IL-17A show efficacy and safety in the treatment of moderate-to-severe psoriasis.
Achievement of Psoriasis Area Severity Index (PASI) 90 or PASI <3 until 16 weeks of treatment, andmajor drug
survival (DS).Monocentric real-life experience regarding this topic is still scarce, thus we performed a retrospective
indirect comparison between IL-17 and IL-23 inhibitors efficacy and DS for the treatment of moderate-to-severe
psoriasis.

Materials & Methods:

We performed a comparative evaluation of the achievement of PASI90 and <3 at 16, 28, and 52 weeks along with
a DS analysis between IL-17 and IL-23 inhibitors. We then performed a comparison on six cohorts of patients
treated with six different biologic molecules: brodalumab, ixekizumab, secukinumab, risankizumab, tildrakizumab,
and guselkumab.

Results:

IL-17 inhibitors showed faster achievement of PASI 90 and <3 with significant superiority over IL-23 inhibitors at
week 16 (p<0.001 ;56% vs42% and 70% vs 59%, respectively).

Of 1057 patients, 203 (19.2%) discontinued therapy of whom 161 (24.8%) on an IL-17 and 42 (10.3%) on anti Il-
23. A significant difference was showed in favor of IL-23 inhibitors regarding DS (p<0.001), which was 88% at 24
months vs75% for IL-17 inhibitors. At multivariate analysis, IL-23 inhibitors (HR 0.54 CI 0.37-0.78, p=0.001), and
male sex (HR 0.57 C1 0.42-0.76, p<0.001) were all associated with a lower cumulative probability of drug
interruption.

Non-homogeneous achievement of PASI 90 was shown between different treatments, with significant differences
at each time point (p<0.001).

At multivariate analysis, risankizumab (HR 0.42 CI 0.26-0.69, p=0.001), guselkumab (HR 0.49 CI 0.24-0.99,
p=0.046), and male sex (HR 0.57 CI 0.43-0.77, p<0.001) showed a lower cumulative probability of drug
interruption than secukinumab.

Conclusion:

IL-23 inhibitors showed the best performance on DS. Overall, the most effective class was IL-17 inhibitors
considering the short-term efficacy, but long-term efficacy is in favor of anti-IL23 agents.
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Abstract N°: 5200

Efficacy of Bimekizumab in clinical practice. A series of 12 patient cases.

Carmen Tienzal, Jorge Alonso Suérezl, Gustavo Garrigal, Sara Merinol, Enrique Herreral

IMalaga, Dermatology, Malaga, Spain

Introduction & Objectives: To evaluate the efficacy and safety profiles of Bimekizumab in patients with severe
psoriasis.

Materials & Methods: Retrospective and descriptive study was conducted including 12 patients with severe
psoriasis treated with bimekizumab.

Results: Bimekizumab, a novel humanized monoclonal antibody that selectively targets both IL-17A and IL-17F,
was approved for the treatment of moderate to severe plaque psoriasis and it has shown promising results in
terms of efficacy with a rapid response. Within our Dermatology Department, 12 patients (8 males and 4 females)
are currently receiving bimekizumab. The average PASI score before treatment initiation with bimekizumab was
12. Previous treatments included anti-tumor necrosis factor agents, interleukin (IL)-17 and IL-23 inhibitors.

Data analysis revealed that by week 4, the mean PASI score was 1.9. 93% of patients achieved PASI 75, 60%
achieved PASI 90 and 33% achieved PASI 100. These results were sustained at week 12. Only one patient, suffering
from palmoplantar psoriasis, did not respond to treatment.

In terms of safety, no serious adverse events were reported. One patient experienced oral candidiasis, successfully
treated with topical antifungals.

Conclusion: Bimekizumab is a monoclonal antibody humanized IgG1, which dually and selectively inhibits the A
and F isoforms of interleukin-17 (IL-17A and IL-17F) approved for long-term treatment of severe psoriasis.
According to the collected data, drug efficacy is early, with visible results in controlling the disease in the early
weeks of treatment initiation.
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Abstract N°: 5227

immunotherapy in treatment of genital warts
Noha Tawfik!

1Suez canal university , Dermatology,venereology &Andrology, Ismailia, Egypt

Introduction :The Genital warts are common sexually transmitted diseases caused by definite types of human
papillomavirus. There are many strategies for the treatment of genital wart and intralesional immunotherapy is
considered to be a safe and effective treatment modality. However, there are lack of studies that comparing the
clinical effectiveness of intralesional purified protein derivative (PPD) and Candida antigen (CA) in genital wart
treatment. Objectives :To investigate the effectiveness and safety of PPD and CA in the treatment of genital warts.

Materials & Methods: Eighty patients were enrolled in this study and were randomly divided into 2 groups with
40 patients in each. Each antigen was injected

intralesionally at a dose of 0.1 ml into the largest wart every 2 weeks until complete improvement or for a
maximum of four sessions.

Results: Complete clinical response was demonstrated in 65%, 62.5% in PPD and CA groups, respectively. There
was no statistically difference between both groups. After the 3-month follow-up period, 72.5%, 85% of patients
showed complete clearance in PPD and CA groups respectively. Side effects were mild and insignificant in both
groups. Recurrence was observed in only one patient in each group.

Conclusion: Immunotherapy by intralesional PPD and CA injection is considered to be effective and well-tolerated
modalities in treatment of genital wart with minimal side effects and recurrence rate compared to other
modalities.
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Abstract N°: 5261

Exploring the potential impact of tumour necrosis factor inhibitors compared to conventional therapies on
the risk of cardiovascular events in immune-mediated inflammatory diseases

Noémi Agnes Galajda*l' 2 Fanni Adél Meznericst 2, Péter Matrai3, Péter Fehérvari® 4, Anna Sara Lengyell' 25
Maria Veronika Kolonics' 2, Zoltan Sipos3, Lajos Vince Keményl 2 > Dezs6 Csupor® ©, Péter Hegyi® 3 7, Andras
Banvolgyil 2, Péter Hollo!

1Semmelweis University, Department of Dermatology, Venereology and Dermatooncology, Faculty of Medicine,
Budapest, Hungary, 2Semmelweis University, Centre for Translational Medicine, Budapest, Hungary, 3University of
Pécs, Institute for Translational Medicine, Medical School, Pécs, Hungary, 4University of Veterinary Medicine,
Department of Biostatistics, Budapest, Hungary, >Semmelweis University, HCEMM-SU Translational Dermatology
Research Group, Department of Physiology, Budapest, Hungary, ®University of Szeged, Institute of Clinical

Pharmacy, Faculty of Pharmacy, Szeged, Hungary, ’Semmelweis University, Institute of Pancreatic Diseases,
Budapest, Hungary

Introduction & Objectives:

Increased risk of developing cardiovascular (CV) events is associated with immune-mediated inflammatory
diseases (IMIDs), like psoriasis (Pso), related psoriatic arthritis (PsA), other inflammatory arthritides as rheumatoid
arthritis (RA), or inflammatory bowel diseases (IBD). The excess CV risk may be facilitated by tumour necrosis
factor (TNF)-a-mediated immunological pathways involved in the pathomechanisms of both IMIDs and
atherosclerosis. Through inhibiting these inflammatory pathways thought to be shared, TNF-a inhibitors (TNFis)
can have a superior risk-reducing effect on CV events compared to the conventional systemic non-biological
(CSNB) treatments, which do not directly act on TNF-mediated pathways. Our objective was to systematically
investigate the effects of TNFis compared to CSNBs in IMIDs on the risk of CV events.

Materials & Methods:

A systematic search was conducted in three databases. Randomised controlled trials, cohort, and case-control
studies were eligible through the selection process, investigating the incidence of atherosclerotic CV events in
TNFi-treated patients compared to conventional therapies in IMIDs. A random-effect meta-analysis of pooled fully
adjusted multivariate hazard ratios (HRs) and incidence rate ratios (IRRs) was performed with major adverse
cardiovascular events (MACE), myocardial infarction (MI) and cerebrovascular events (CeVE) as primary outcomes.

Results:

The systematic search resulted in 8724 hits. 56 articles were included in total, of which 29 studies were eligible for
the quantitative analyses. In the aggregate analyses including Pso, PsA, RA, and IBD patients, the TNFi group was
shown to have a significantly lower risk of MACE compared to the CSNB-treated group (HR= 0.74, 95%
confidence interval (CI) 0.58-0.95; IRR= 0.77, 95% CI 0.67-0.88). The clinically and statistically significant benefit of
TNFis on MACE reduction was also demonstrated in subgroups of Pso, PsA and RA patients. Furthermore, the
superiority of TNFis compared to the CSNB group was also shown for the outcomes of MI and CeVE in IMID-
affected patients.

Conclusion:

Prior use of TNFis instead of CSNBs in the therapeutic line can be recommended to decrease the risk of



atherosclerotic-derived CV burden in IMID populations.
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Abstract N°: 5417

Assessing inflammatory bowel disease risk prior to commencing IL-17 inhibitors: a cross sectional analysis
of Irish Dermatology and Rheumatology practices.

Amy Longl, Susan O Gormant

1St James’s Hospital, Dublin, Ireland

Assessing inflammatory bowel disease risk prior to commencing IL-17 inhibitors: a cross sectional
analysis of Irish dermatology and rheumatology practices.

Introduction & Objectives:

Interleukin (IL)-17 inhibitors are effective treatments for psoriasis, hidradenitis suppurativa and
many arthridities, including psoriatic arthritis and axial spondyloarthritis. However these targeted
therapies have been linked to the unmasking of inflammatory bowel disease (IBD) and worsening of
existing IBD in some patients.

Materials & Methods:

This study aimed to evaluate Irish Dermatology and Rheumatology practices in assessing IBD risk
prior to commencing IL-17 inhibitors. An anonymous survey was disseminated to members of the
Irish Association of Dermatologists and the Irish Society of Rheumatology in March 2024.

Results:

Sixty-five doctors at consultant and registrar level responded to the survey (68% dermatology, 32%
rheumatology). Most respondents (97%) were aware of an association between IL-17 inhibitors and
the unmasking of IBD, but most had no experience of this in their own practice (66%). Faecal
calprotectin measurements were used routinely by some clinicians (8%) to screen patients before

starting IL-17 inhibitors (all were dermatologists), but if the patient had a positive family history, or
gastrointestinal symptoms, a faecal calprotectin measurement would be sought by most (87%). Fifty-seven
percent of dermatologists and rheumatologists routinely screen for GI symptoms at follow-up appointments in
patients established on IL-17 inhibitors.

Conclusion:

This study highlights the high level of awareness of the risk of unmasking IBD with IL-17 inhibitors,
yet there is variation in practice with regards to risk assessment. Faecal calprotectin measurement is
a simple test that has high sensitivity and specificity in patients with gastrointestinal symptoms, and

a cost of €7-€20 depending on site. Given the profound impact that IBD could have on patients’



health and quality of life, the role of faecal calprotectin screening should be determined, and a

screening protocol advised.
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Abstract N°: 5426

Unlocking the Secrets of Psoriasis Treatment: Exploring the Impact of Blood Ratios on Treatment Success
with Biological Agents in Psoriasis Vulgaris Patients

Gulzin Sarll, Cemal Bilagz, Aylin Tarel Ermertcanz, Oznur Bilad

LEskisehir Dermatolog - Uzm. Dr. Giizin Samav Sari Dermatoloji Klinigi - Altin igne - Dévme Sildirme - Botox -

Genclik Asisi, Turkiye, 2Hafsa Sultan Celal Bayar University Hospital, dermatology, Tiirkiye,3Hafsa Sultan Celal
Bayar University Hospital, Department of Child and Adolescents Psychiatry, Tirkiye

Unlocking the Secrets of Psoriasis Treatment: Exploring the Impact of Blood Ratios on Treatment Success
with Biological Agents in Psoriasis Vulgaris Patients

Introduction & Objectives: Psoriasis is a chronic, immune-mediated disorder. The development of psoriasis is
attributed to disruptions of the epithelial or immunologic systems, triggered by genetic and environmental
factors. Neutrophil/lymphocyte ratio (NLR), platelet/lymphocyte ratio (PLR) and mean platelet volume (MPV)
were found to be correlated with psoriasis activity which also play an important role in the pathogenesis of
psoriasis.Our aim in the study is to examine NLR, PLR and MPV values in psoriasis patients receiving biologic agent
therapy and to determine whether biologic therapy has superiority over each other in terms of their effects on
these parameters, and whether there is a correlation between clinical responses to treatment at the end of the
sixth month and these parameters.

Materials & Methods: In this study, 238 patients who were treated with adalimumab (ADA), etanercept (ETA),
infliximab (INF), secukinumab (SEC), and ustekinumab (UST) were evaluated retrospectively.

Results: In patients using ADA, ETA and INF, a decrease in NLR values was found to bestatistically significant at
the end of the six months of treatment. The decrease in PLR values a was statistically significant in the groups
using ADA and INF. The decrease in MPV was found significant only in the patient group using SEC. Comparison
of NLR, PLR and MPV values before biologic agent treatment and at the sixth month of treatment summarized in
Table 1.

Conclusion: The new generation patient-physician approach is and should be based on preventive medicine. It
may be easier to obtain information about the course of the disease in a busy dermatology clinic with simple
blood tests such as MPV, NLR and PLR. A cost-effective approach is taken when both the patients’ reintegration
into social life and the drug costs are considered. Patients’; quality of life can be increased and disease surveillance
can be changed with these easy-to- reach laboratory parameters.

Table 1: Comparison of NLR, PLR and MPV values before biologic agent treatment and at the sixth month of
treatment.
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Abstract N°: 5485

War on warts: Unveiling intralesional Marvels - Vitamin D3 versus Measles, Mumps and Rubella (MMR)
vaccine versus Tuberculin purified protein derivative (PPD).

Dr. Daisy Deuril

LAIIMS Bathinda, Dermatology, Bathinda, India
Introduction & Objectives:

Cutaneous warts are common dermatological conditions caused by human papilloma virus (HPV). Although it is a
benign condition, it tends to increase in number, size and cause disfigurement. Various treatment modalities like
topical, systemic and ablative are available but immunotherapy is becoming more popular these days due to their
less adverse effects, less recurrences, non - destructive action and optimal effectiveness. It modulates the immune
system to achieve disease control. Intralesional immunotherapy plays a significant role, as it potentially acts on
treated and as well as distant lesions. The aim and objective is to study and compare the efficacy, safety profile
and recurrence rates of intralesional immunotherapy modalities in warts [vitamin D3; measles, mumps and rubella
(MMR) vaccine and tuberculin purified protein derivative (PPD) injection]

Materials & Methods:

An open-label interventional study of 60 cases of cutaneous viral warts was performed in a tertiary care centre
attached to a medical college after obtaining approval from the institutional ethics committee. After receiving
written informed consent from participants, they were divided into three groups namely; Group A (vitamin D3:
0.2mL of 15mg/mL), Group B (MMR: 0.5mL), Group C (tuberculin PPD: 0.1mL of 10TU) and were injected slowly
into the base of one or two warts. The injections were given 2 weeks apart for a maximum of six sessions.
Response was assessed and adverse effects were noted. The patients were followed up 3 months after the last
injection.

Results:

A total of 67 patients were enrolled, of which 60 of them have completed the study. The Vitamin D3 group had
the maximum patients with complete response (15 of 20, 75%) followed by MMR group (13 of 20, 65%) and
tuberculin PPD group (12 of 20, 60%). Adverse effects mainly pain were reported by the majority of patients in the
vitamin D3 group (11 of 20, 55%), followed by the tuberculin PPD group (8 of 20, 40%) and MMR group (5 of 20,
25%). One patient in Vitamin D3 group (1 of 20, 5%) had swelling at the site of injection. Recurrence was seen in
two patients in tuberculin PPD group (2 of 20, 10%). No major adverse drug reactions were reported in any of the
groups.

Conclusion:

Immunotherapy is a simple, well-tolerated, cost- effective modality with better results and patient satisfaction for
the treatment of extensive cutaneous warts and difficult to treat sites.
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Abstract N°: 5636

Absence of Clinically Impactful Inmunogenicity of Nemolizumab in Long-Term Treatment of Patients with
Atopic Dermatitis and Prurigo Nodularis

Nathalie Wagner*l, Luca Lopretez, Florian Chassereau3, Khaled Benkali3, Wannee Kantasiripitak3, Paul
Chamberlain?, Shawn G. Kwatra®, Sonja Stander®, Jonathan I Silverberg’, Diamant Thaci®, Zarif Jabbar-Lopez®,
Liliana Ulianov9, Michael Graeberl, Patricia Fleuranceau Morell, Vincent Duval3, Christophe Piketty2

lGalderma R&D, Dallas, United States, ’Galderma R&D, Zug, Switzerland, 3Certara Drug Development Solutions,
Basel, Switzerland, 4Immunogenicity Integrated, Nay, France, 5The Johns Hopkins University School of Medicine,
Dermatology, Baltimore, United States, ®Miinster University Hospital, Dermatology and Center for Chronic Pruritus,
Mdnster, Germany, 7GW School of Medicine and Health Sciences, Washington, United States,SUniversity of

Liibeck, Comprehensive Center for Inflammation Medicine, Liibeck, Germany, Galderma R&D, Lausanne,
Switzerland

Introduction & Objectives:

Nemolizumab, a humanized anti- interleukin-31 receptor A monoclonal antibody, demonstrated clinically and
statistically significant improvements in itch and skin lesions in patients with atopic dermatitis (AD) and with
prurigo nodularis (PN) in phase 3 studies. As a therapeutic protein, nemolizumab has the potential to induce anti-
drug antibodies (ADA) and to stimulate an unwanted immune response. Here, we describe the immunogenicity
profile of nemolizumab and its impact on pharmacokinetics (PK), efficacy and safety.

Materials & Methods:

The presence of ADA, their titers, and their neutralizing ability (NAb) following nemolizumab treatment were
assessed as part of its clinical development for AD and PN. In addition, the impact of immunogenicity on PK,
efficacy and safety was assessed in an integrated analysis of immunogenicity data from pivotal phase 3 and long-
term extension (LTE) studies for both indications. ADA were classified according to the definitions of Shankar et al.
(2014). Treatment-induced ADA were further classified as transient or persistent ADA. The following study
assessments were descriptively and graphically compared between patients with and without treatment-emergent
ADA:

® PK: The nemolizumab trough serum concentrations over time

e Safety: The proportion of subjects with treatment emergent adverse events (TEAEs), serious adverse events
(SAEs), drug related TEAEs, adverse events of special interest (AESIs) and immune mediated disorders

e Efficacy: Primary and selected secondary clinical efficacy endpoints /.e.
o AD indication: IGA success*, EASI-75 responders ** and PP NRS responders***

o PN indication: IGA success* and PP NRS responders***
* Proportion of patients with IGA of 0 [Clear] or 1 [Almost clear] and a =2-point improvement from baseline
** Proportion of patients with =75% improvement in EASI from baseline
*** Proportion of patients with improvement of =4 from baseline in PP NRS

Results:



Patients with AD: Data were pooled from 1100 patients with AD who received subcutaneous nemolizumab in
phase 3 pivotal and LTE studies with a 60 mg loading dose (LD) followed by 30 mg dose given Q4W or Q8W. The
median treatment duration was 17 months.

Patients with PN: Data were pooled from 358 patients with PN who received subcutaneous nemolizumab in phase
3 pivotal and LTE studies with a 60 mg LD followed by 30 mg or 60 mg dose given Q4W. The median treatment
duration was 14 months.

Consistent results were observed in both indications:

® The overall incidence of treatment-emergent ADA and NAb were 11.2% and 0.5%, respectively, in the AD
Phase 3 studies and 12.8 % and 3.4%, respectively, in the PN phase 3 studies.

® ADA positive status, regardless of ADA titer level, had no impact on nemolizumab PK profile.

® There was no apparent relationship between efficacy and ADA status or ADA titers. Overall, efficacy responses
were maintained following seroconversion.

® The incidence of TEAEs, SAEs, drug-related TEAEs, and AESIs was similar in patients with treatment-emergent
ADA and in those for whom ADAs were not detected. There was no association between ADA
positive/negative status and incidence of type I-IV hypersensitivity reactions to nemolizumab.

Conclusion:

There was no discernable impact of immunogenicity (ADA and Nab) on the overall clinical benefit and risk of
nemolizumab for AD and PN indications according to the integrated immunogenicity data analysis performed on
a robust dataset of 1458 patients from both indications.
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Abstract N°: 5647
Exposure Response To Support Dose Selection Of Nemolizumab In Patients With Prurigo Nodularis

Nathalie Wagner*l, Luca Lopretez, Floris Fauchet3, Wannee Kantasiripitak3, Antonio Goncalves3, Petra Jauslin3,
Anna Largajolli3, Zarif Jabbar LopeZ*, Michael Graeber!, Patricia Fleuranceau Morel!, Vincent DuvaP, Christophe
Piketty?

lGalderma R&D, Dallas, United States, 2Galderma R&D, Zug, Switzerland, 3Certara Drug Development Solutions,

Basel, Switzerland, *Galderma R&D, Lausanne, Switzerland

Introduction & Objectives: Prurigo nodularis (PN) is a chronic and debilitating neuroimmune skin condition,
characterized by chronic itch with multiple nodular skin lesions. Nemolizumab, a humanized anti- interleukin-31
(IL-31) receptor A monoclonal antibody, demonstrated clinically and statistically significant improvements in itch
and skin nodules in adult patients with PN in phase 3 studies. Here, we describe the use of exposure-response
models to support the recommended nemolizumab subcutaneous dose in adult patients with PN.

Materials & Methods:

Exposure-response for efficacy: Data were pooled from 619 adults with PN who received nemolizumab or placebo
in phase 2 and phase 3 pivotal studies. Two pharmacokinetic/pharmacodynamic (PK/PD) models were developed
from these pooled data to characterize the relationship between nemolizumab exposure and two clinical efficacy

assessments for itch and skin nodules: weekly average of peak pruritus numerical rating scale (PP NRS) score and
investigator global assessment (IGA).

Simulations: Population PK simulations evidenced that nemolizumab systemic exposure decreases with increasing
body weight (BW) when patients receive a flat dose, the subgroup of patients with BW =90 kg having on average
1.7 times lower systemic exposure than the subgroup with BW <90 kg. Consequently, the PK/PD models were
used to simulate the outcomes of administering 2 flat doses every 4 weeks (Q4W) for 16 weeks in a virtual clinical
study (3 arms, 1000 patients per arm).

e Arm 1: Patients with BW <90 kg receiving a 30 mg dose Q4W with 60 mg loading dose (LD)
* Arm 2: Patients with BW =90 kg receiving a 30 mg dose Q4W with 60 mg LD
* Arm 3: Patients with BW =90 kg receiving a 60 mg dose Q4W

The 60 mg dose adjustment for the subgroup of patients with BW =90 kg intended to mitigate the lower systemic
exposure in those patients.

Exposure-response for safety: Data were pooled from 556 patients with PN who received nemolizumab or placebo
in phase 3 pivotal studies. These pooled data were used to assess potential causal link between nemolizumab
exposure and selected adverse events: eczematous reactions (dermatitis atopic, eczema, eczema nummular),
headache, asthma, facial and peripheral oedema.

Results:

Simulations results showed similar proportion of PP NRS responders (i.e, subjects with improvement of = 4 points
from baseline in PP NRS at Week 16) in the 3 arms, suggesting that the lower systemic exposure of patients with
BW = 90 kg had no clinically meaningful impact on pruritus.



Conversely, a lower IGA success rate (i.e, IGA of 0 [Clear] or 1 [Almost clear] and a =2-point improvement from
baseline at Week 16) was predicted for subjects with BW = 90 kg treated with a non-adjusted dose (arm 2)
compared to the 2 other arms. Therefore, the proposed dosing regimens were selected to achieve matching
systemic exposure and similar IGA success rate in all patients regardless of their BW.

For safety, the analyses did not show evidence for any increased incidence of the selected adverse events with
higher nemolizumab exposure at steady state.

Conclusion:

Exposure-efficacy and exposure-safety analyses provided supportive evidence of the selected Q4W doses in
patients with PN, 7e. 30 mg (60 mg LD) with a 60 mg dose adjustment based on BW cutoff of 90 kg. The
proposed tiered dose adjustment based on BW is adequate to achieve therapeutic exposure and clinical benefit
without exposing patients to increased risks.
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Abstract N°: 5668

Biologic therapy and cardiometabolic risk in psoriasis - a retrospective review

Annika Smith*L 2 3, Aidin Karahasanl, Deborah Pohl, Sanjay Yapabandaral, James EIhindil, Pablo Fernandez-
Penast 2 3, Clara Chow! 2 4, Sarah Zamanl 2 4

Lthe university of sydney, sydney, Australia, 2westmead applied research centre, faculty of medicine and health,
university of sydney, sydney, Australia, 3Westmead Hospital, Department of Dermatology, Sydney, Australia,
4Westmead Hospital, Department of Cardiology, Sydney, Australia

The impact of biologic therapy on cardiometabolic risk parameters
Introduction

Psoriasis is a systemic inflammatory disease that carries an increased cardiometabolic risk including dyslipidaemia
and diabetes. The impact of biologic therapy on the cardiometabolic sequale of psoriasis is not clear. This study
aimed to assess the effect of biologic therapy on key cardiometabolic risk markers in a cohort of psoriasis
patients, who had incurred one year of biologic therapy.

Methods:

A retrospective review was conducted of patients receiving continuous biologic therapy over 1 year for chronic
plaque psoriasis in a single dermatology centre at a tertiary hospital in Sydney, Australia. The effect of biologic
therapy on psoriasis was assessed using the psoriasis area severity index (PASI). Cardiometabolic risk markers
assessed included lipid profile (total cholesterol [TC], low-density lipoprotein [LDL] cholesterol, high-density
lipoprotein [HDL] cholesterol and triglycerides [TG]) and Haemoglobin Alc (HbAlc). Measurements at baseline
and 1-year were compared using paired ttests for analysis of the parameters which approximated normal
distribution (TC, LDL, HDL) and Wilcoxon signed-rank test for analysis of those which did not (TG, HbAlc, PASI).
Two-tailed P-values <0.05 were considered significant.

Results:

A total of 200 patients were reviewed, of which n=39 had complete data sets; mean age 51+SD years, 79% male
and 67% biologic experienced (BE). The biologic agents used included Risankizumab (33%), Ustekinumab (18%),
Secukinumab (18%), Ixekizumab (15%) and Guselkumab (8%). After 12 months, significant skin improvement was
seen [PASI reduced from 11.8 (SD 10.0) to 1.1 (SD 2.2), p<0.001]. There was no significant change in lipid profile,
including TC (mean difference -0.1 mmol/L, p=0.532), LDL-C (mean difference = -0.1 mmol/L, p = 0.476), HDL
(mean difference = -0.1 mmol/L, p=0.125), triglycerides (mean difference = 0.0 mmol/l, p = 0.670) or HbAlc
(mean difference 0.3%, p=1.000).

Conclusion:

Key markers of cardiometabolic risk, lipid profile and HbAlc, did not significantly improve after 1 year of biologic
therapy despite significant reduction in psoriasis skin severity. The cutaneous benefits of biologic therapy are well
proven. Further research in larger cohorts is needed to elucidate potential benefits of biologic therapy on systemic
inflammatory sequeale and cardiometabolic risk.
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Abstract N°: 5738

Short-term cardiovascular complications in dermatology patients on JAK-STAT inhibitors: A meta-analysis
of randomised controlled trials

Patrick Ireland*l, Nicholas Janssonz, Sascha Spencerl, Jorja Bradena, Deshan Sebaratnam?

LUNSW Sydney, Sydney, Australia, °Gold Coast University Hospital, Southport, Australia, 3Melanoma Institute
Australia, Wollstonecraft, Australia

Introduction & Objectives:

Evolving evidence suggests that patients on Janus kinase-signal transducer and activator of transcription (JAK-
STAT) inhibitors (JAK-STATIi) may be at higher risk of major adverse cardiovascular events (MACE) and venous
thromboembolism (VTE). Most existing literature has focused on indications that may confer a higher MACE and
VTE risk than that experienced by patients with isolated dermatological indications.

To evaluate risk of MACE, VTE, Serious Adverse Events (SAE) and tolerability of systemic JAK-STATi compared to
placebo in those with a dermatologic indication.

Materials & Methods:

A systematic review of the literature was carried out to June 2023, using databases EMBASE, Medline, SCOPUS,
Cochrane Library of Registered Trials, and registered Clinical Trials. The analysis was reported in accordance with
the PRISMA guidelines. Placebo-controlled randomised trials that compared systemic JAK-STATi with placebo, and
investigated the safety in patients with alopecia areata, psoriasis, vitiligo, atopic dermatitis, lichen planus or
hidradenitis suppurativa. Crude numbers for MACE, VTE, SAEs and study discontinuation due to treatment
emergent adverse events (TEAEs) were pooled and underwent meta-analysis to compare risk ratios (RRs) between
cohorts.

Results:

Forty-five RCTs were eligible for inclusion, with 12996 patients receiving active JAK-STATi therapy and 4925
allocated to placebo treatment. Meta-analysis found no significant increase in MACE (12=0.00%, RR 0.47, 95% CI
0.28-0.80) or VTE (I2 = 0.00%, RR 0.46, 95% CI 0.26-0.80) between placebo and JAK-STATi comparator arms. There
was also no significant difference in SAEs (12 = 12.38%, RR 0.92, 95% CI 0.72-1.20) and discontinuations between
JAK-STATi and placebo (I2 = 23.55%, RR 0.94, 95% CI 0.76-1.19).

Conclusion:

This meta-analysis did not identify a significant increase in the risk of MACE and VTE in dermatology patients
receiving JAK-STATi for median duration of 16 weeks. The results of this review suggest there is insufficient
evidence that JAK-STATi confer an increased risk of cardiovascular complications in dermatological patients,
especially when used for short timeframes.
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Abstract N°: 5750

Infection Risk with JAK Inhibitors in Dermatoses:A Meta-Analysis
Patrick Ireland*l, Matthew Verheydenz, Nicholas Jansson3, Deshan Sebaratnaml, John Sullivan?

LUNSW Sydney, Sydney, Australia, 2John Hunter Hospital, New Lambton Heights, Australia, 3Gold Coast University
Hospital, Southport, Australia, “Kingsway Dermatology And Aesthetics, Miranda, Australia

Introduction & Objectives:

Evolving evidence suggests Janus Kinase Inhibitors (JAKi) may predispose to certain infections, including
tuberculosis and human herpes viruses. The aim of this review was** to evaluate comparative infection risk in
patients on a systemic JAKi for a dermatologic indication to placebo.

Materials & Methods: ** A systematic review was carried out to June 2023, using databases EMBASE, Medline,
SCOPUS, and Cochrane Library of Registered Trials. Placebo-controlled randomised trials that investigated
incidence of infection in patients with a dermatologic indication. Primary outcome measures were incidence of
most commonly reported treatment emergent infections reported in studies, including serious and opportunistic
infections, upper respiratory tract infections, nasopharyngitis, herpes simplex, varicella zoster, tuberculosis,
neutropaenia, and lymphopaenia. Meta-analyses of incidence ratios was carried out to determine odds ratios
(OR).

Results:

Meta-analysis found no significant increase in risk of serious (OR 0.92, 95% CI1 0.61 - 1.43, p = 0.74) and
opportunistic infections (OR 0.65, 95% CI 0.32 - 1.31, p = 0.23). Incidence of varicella zoster infections was
significantly higher in the JAKi cohort (OR 1.72, 95% CI 1.08 - 2.72, p = 0.022). From 25 studies, there was no
baseline increased risk of herpes simplex infections (OR 1.43, 95% CI 0.93 - 2.23, p = 0.102), but a significantly
higher risk in those with AD, compared to AA (OR 1.73, 95% CI 1.13-2.69, p=0.013).

Conclusion:

The results of this analysis do not suggest an increased risk of serious and opportunistic infections in those on
JAKi compared to placebo. It does, however, support an increased risk of varicella zoster infections, and a higher
risk of herpes simplex infections in those with atopic dermatitis. The results of this report support the short-term
safety of these agents, but do signal that vigilance should be practiced in patients at risk for serious or recurrent
herpes virus infections.
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Abstract N°: 5805
A unique case of Etanercept-induced juvenile disabling pansclerotic morphea
Fatima Zahra Sassinel, Chourouq Mustapha Eidl, Hyba Taounzal, Karima Senoussil, Meriam Meziane!

bn Sina university hospital, Dermatology, Rabat, Morocco
Introduction:

Morphea or localized scleroderma is a rare chronic inflammatory connective tissue disorder. Morphea, as a side
effect of tumor necrosis factor-a inhibitors, is a rare phenomenon, documented in only a handful of case reports
with only one case, ever described of pansclerotic morphea induced by TNFa inhibitors. Here, we present a
second case of pansclerotic morphea induced by a TNF-alpha inhibitor, with our case being the first documented
occurrence of juvenile pansclerotic morphea induced by etanercept.

Case report:

A 9-year-old boy with a history of polyarticular juvenile idiopathic arthritis evolving over the past 2 years,
presented to the dermatology consultation with a history of rapidly progressive “tightening” of the skin, initially
involving the four limbs starting in the distal extremities and progressing proximally. Shortly after the onset of the
condition, contracture deformities developed in the hands, significantly impairing the patient’s ability to engage in
routine daily activities. And within 6 months the sclerosis had already spread to the trunk, neck and face, sparing
only the fingertips and toes.

During a thorough patient history review, the mother reported that a novel treatment with etanercept (25mg per
week) had been initiated 8 months prior to the onset of symptoms.

On physical examination, confluent hypopigmented and hyperpigmented sclerotic plaques involved his upper and
lower extremities, with clawlike contracture deformities of his hands. Closer examination of the trunk showed
multiple grouped white shiny macules.

Skin biopsy specimen findings were consistent with pansclerotic morphea with extension through the dermis and
panniculus.

Discussion:

Morphea is a rare, chronic inflammatory connective tissue disorder with diverse clinical presentations affecting
both adults and children. It is characterized by fibrosis primarily involving the skin and underlying soft tissues.

Adverse events (AEs) resulting from TNFa inhibitors, used for different immune-mediated inflammatory diseases,
are frequently documented, with skin involvement being the most prominent. Paradoxical reactions to anti-TNFa
medications can induce or exacerbate inflammatory conditions despite their intended suppression of
proinflammatory cytokines. While these reactions are not well understood, they have been observed in both adult
and pediatric populations, with psoriasiform reactions being the most common.

Morphea, on the other hand, has rarely been described as a side effect of TNF-a inhibitors. To this day, only 9
cases have been reported in the literature, of which only 1 case corresponds to pansclerotic morphea in a 42-year-
old woman induced by adalimumab.

Regarding etanercept specifically, according to the available data there have been only 2 reported cases of



morphea induced by this drug, both presenting as plaque forms in adults.

After conducting a thorough search across various databases we conclude that our case is the first documented
instance of juvenile pansclerotic morphea induced by etanercept.

Conclusion:

As the scope of indications for anti-TNFa agents expands, it becomes crucial to recognize their potential AE. And
given that cutaneous adverse reactions are among the most common AE encountered in patients receiving TNF-
alpha inhibitors, as physicians and as dermatologists, we must maintain heightened vigilance
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Abstract N°: 5829

Early treatment with Rituximab is associated with significantly improved cutaneous sclerosis- observations
in an Indian cohort

Anubha Dev*l, Anuradha Bishnoil, Rahul Mahajanl, Dipankar Del, Sanjeev Handal

Ipost Graduate Institute of Medical Education & Research, Chandigarh, Dermatology, Venereology and Leprology,
Chandigarh, India

Introduction & Objectives: Skin fibrosis and internal organ fibrosis in systemic sclerosis cause significant
morbidity and mortality. Literature on treatment options for skin fibrosis predominantly stems from
rheumatological research, and there is an unmet need for evidence from perspective of skin fibrosis. Rituximab is
effective in reducing skin fibrosis, yet there remains insufficient evidence comparing its efficacy to other
immunosuppressants. Thus, this study aims to assess rituximab’s efficacy against other treatment modalities for
SSc, focusing on improvements in modified rodnan skin score (MRSS), factors influencing change in MRSS, and
overall survival analysis in both treatment groups.

Materials & Methods: This was a retrospective observational cohort study that was conducted in a tertiary care
center in India. Patients of SSc who presented to the dermatology department from January 2016 to December
2023 were included and records were reviewed. Baseline demographic and clinical details were noted for all
patients. They were divided into two groups: patients who received rituximab at least once during this period
(Rituximab group) and patients who did not receive rituximab at any point of time (Rituximab-naive group).
Rituximab was administered to patients having a baseline MRSS of 14 or higher, with or without ILD or baseline
MRSS of seven or more along with ILD. Post-treatment MRSS and all-cause mortality (at the time of inclusion into
study) was documented.

Results: A total of 98 patients of SSc were included in this study; 37 patients in Rituximab group and 61 in
Rituximab-naive group. In Rituximab-naive group, 11 patients received mycophenolate mofetil, 6 received
methotrexate, 3 cyclophosphamide, 2 azathioprine and 39 patients did not receive any immunosuppressants. At
baseline, the Rituximab group had a lower mean age as compared to Rituximab-naive group (33.9 £ 9.8 vs 39.7 +
12.4 years, p=0.012), higher percentage of patients with diffuse cutaneous SSc (70.3% vs 29.5%, p<0.001) and
higher mean baseline MRSS (20.1 + 9.4 vs 11.5 + 8.0, p<0.001). Post-follow-up, mean fall in MRSS in the
Rituximab group at a mean follow-up duration of 25.8 + 31.4 months was 8.9 + 6.3, which was significantly higher
than that of the non-Rituximab group (3.6 + 4.3) at a mean follow up duration of 22.6 + 25.9 months [p<0.001].
Linear regression analysis was performed to determine the factors influencing the percentage fall of MRSS as
compared to baseline. It showed that the presence of digital ulcers was associated with greater percentage fall in
MRSS (p=0.013). Four deaths (10.8%) were recorded in the Rituximab group, while six were recorded in the non-
Rituximab group (9.8%). However, no difference was observed between the survival distribution of both the
groups (log rank test, c2= 0.01, p=0.919). On Cox regression analysis, higher percentage fall of MRSS from
baseline (p=0.025) and presence of salt and pepper pigmentation (p=0.022) were predictive of overall survival.
No serious adverse events were observed in either group.

Conclusion: This study highlights the efficacy of rituximab in reducing skin fibrosis in SSc as compared to other
modalties of treatment, despite the more severe baseline disease profile of the Rituximab group. Although no
significant difference in overall survival was observed between the two groups, reduction in MRSS and salt-pepper
pigmentation were predictive factors for overall survival.
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Abstract N°: 5922

Pembrolizumab cutaneous toxicities in 131 patients with metastatic melanoma: Incidence, management,
clinical implications and relationship with survival.

Amritpreet Singh*1, Annie Wong?

LAuckland City Hospital, Auckland, New Zealand, 2Wellington Hospital, Wellington, New Zealand
Introduction & Objectives:

Pembrolizumab has revolutionised the treatment of metastatic melanoma. Cutaneous toxicities are a known
consequence of pembrolizumab but little is described about their management and impact on patients. We
sought to characterise the incidence, management and complications of cutaneous toxicities and their relationship
to survival in the New Zealand setting.

Materials & Methods:

A retrospective review was conducted on 131 patients with metastatic melanoma treated with pembrolizumab
between March 2016 and August 2020. The occurrence, grade, description, management and patient experience
of cutaneous toxicities were recorded. The relationship between the development of rash or vitiligo with
progression-free survival (PFS) and overall survival (OS) were estimated using the Kaplan-Meier method.

Results:

Fifty-seven patients (44% of 131 patients) experienced a total of 71 cutaneous toxicities, including 52 cases of
rash, 13 cases of vitiligo, three cases of pruritus, two cases of xerostomia and one case of brittle nails. Only two
toxicities were above grade 2 and only 20 toxicities (28.2%) resolved. Pruritic rash (34.6%), rash unspecified (23%)
and erythematous rash (19.2%) were the most commonly used clinical descriptors. Emollients (34.7%),
Hydrocortisone 0.5-1% (30.6%) and antihistamines (20.8%) were the most frequently prescribed treatments. There
were three referrals to the Dermatology service, two patients stopped their therapy due to rash and none were
hospitalised.

Patients who developed rash (PFS hazard ratio, 0.26; p-value < 0.0001 and OS hazard ratio, 0.21; p-value < 0.0001)
or vitiligo (PFS hazard ratio, 0.06; p-value < 0.0001 and OS hazard ratio, 0.04; p-value < 0.0001) had improved PFS
and OS relative to those who did not develop rash or vitiligo.

Conclusion:

Cutaneous toxicities are common with pembrolizumab but mostly low-grade and rarely result in Dermatology
referral or discontinuation of treatment. At our institution the clinical description of rashes varied from the
international standard, there was a preference to use mildly potent topical steroids and the resolution rate was
low. Rash and vitiligo were associated with a survival benefit in this cohort.
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Abstract N°: 6034
Vitiligo in patient with metastatic melanoma treated with pembrolizumab
Arwa Majdoubl, Malek Ben Slimanel, Faten Rabhil, Hela Baccarl, Kahena Jaberl, Raouf Dhaouit

IMilitary hospital, Dermatology, Tunis, Tunisia
Introduction & Objectives:

The development of immune checkpoint inhibitors such as anti-cytotoxic T cell lymphocyte antigen-4 (CTLA-4)
and anti-programmed cell death 1 (PD-1) represents a therapeutic advance in the management of many cancers.
The use of Anti-PD-1 antibody have significantly improved the prognosis of metastatic cancers including
advanced melanoma, but it is often associated with adverse skin effects, notably vitiligo lesions.

Materials & Methods:
Here, we report a case of vitiligo in a patient treated with pembrolizumab for metastatic melanoma.
Results:

A 52-year-old woman with a history of acral lentiginous melanoma at the sole of the left foot operated on in
January 2021. In 2022, approximately 1 year later, the patient developed subcutaneous nodules on the left leg. A
computed tomography (CT) scan was done showing the presence of lung metastases, lymph node and skin
metastases in transit.

The patient was treated with anti PD1 (Nivolumab). After 4 cycles of treatment, the evolution was unfavorable with
pulmonary and hepatic progression.

After a multidisciplinary consultation meeting, treatment with pembrolizumab was initiated (2 mg/kg, every 3
weeks). Five months after starting treatment with pembrolizumab, the clinical examination of the patient revealed
the appearance of a well-limited hypochromic macule on the left knee with leukotrichia. The appearance of this
lesion was associated with a complete response in the imaging tests.

Conclusion:

Vitiligo may affect 2% to 9% of patients with melanoma receiving anti CTLA-4 treatment and 7% to 11% of those
receiving anti PD-1 treatment. It generally develops between 7 and 65 weeks after the start of anti-PD-1 therapy.
It differs from idiopathic vitiligo in its location in photoexposed areas.

The development of vitiligo after anti-PD1 therapy is linked to cross-reactivity between melanoma-associated
antigens and melanocytes. The occurrence of vitiligo in these metastatic melanoma patients is often correlated
with excellent clinical outcomes. It’s a good prognostic sign in melanoma patients.

Immunological checkpoint inhibitors are revolutionizing the treatment of various cancers. However, cutaneous
side effects linked to these treatments can have an impact on patients’ quality of life.

Appropriate diagnosis and management of these skin toxicities are essential for optimal patient care and to avoid
the interruption of these cancer therapies.
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Abstract N°: 6036

Sarcoid-like Reaction in Nevi: A Rare Complication of Combined Melanoma Therapy
Sanja Spoljar*l, Ivana Prkacinl, Nika Filipovi¢!, Klara Gacinal, Adela Ranogajec!, Nikola Feraral

ISestre Milosrdnice University Hospital Centre, Department of Dermatology and Venereology
Introduction & Objectives:

Combined BRAF and MEK inhibition is one of the first-line treatment strategies for patients with advanced BRAF-
mutant melanoma. One of the adverse events following melanoma systemic treatments are sarcoid-like reactions
(SLRs), that have been mostly associated with the use of immunotherapy or the BRAF inhibitor, vemurafenib.
There have been only few reports of SLRs following combined therapy with BRAF and MEK inhibitors. Herein, we
present a peculiar case of SLR observed in nevi of a patient with metastatic melanoma receiving dabrafenib and
trametinib.

Materials & Methods: A 52-year-old male underwent surgical excision for a cutaneous melanoma located on the
right abdomen (SSM, Breslow thickness 0.62 mm, 1 mitosis/ mm2). One month post-operation, scar excision was
performed and histopathological diagnosis yielded no tumor residuals. Subsequently, one year following the
surgery, he was diagnosed with metastasis in the right inguinal region. Following lymphadenectomy, adjuvant
targeted therapy combining dabrafenib and trametinib was initiated to address the stage III C disease. Patient has
been undergoing regular oncologist check-ups. An important aspect of the patient’s medical history is a diagnosis
of pulmonary sarcoidosis, established at the age of 30; however, it did not require active treatment and has since
remained in constant remission.

Results:

Since the melanoma diagnosis, the patient has been undergoing regular dermatological monitoring, including
digital dermoscopy. During follow-up examinations, excisions of multiple suspicious lesions, notably one SAMPUS
(Superficial Atypical Melanocytic Proliferation of Uncertain Significance) on the lower right back, were performed.
All excised lesions shared a peculiar dermatoscopic appearance, characterized by an unclear and blurred pigment
network, along with a histopathological finding describing granulomatous inflammation in all lesions. After
reviewing the findings, taking into account the previous history of pulmonary sarcoidosis, the patient was referred
to a pulmonologist, where chest CT scan and additional tests ruled out active pulmonary sarcoidosis. It was
concluded that the condition solely manifests as a cutaneous form of the disease. Aside from evidence of
granulomatous inflammation in excised nevoid lesions, no other cutaneous sarcoidosis manifestations were
observed in the patient.

Conclusion:

This case report highlights a rare occurrence of sarcoid-like reactions (SLRs) specifically in nevi of a patient
undergoing combined targeted therapy with dabrafenib and trametinib for metastatic melanoma. The peculiarity
of this case lies in the fact that the mentioned combination therapy for melanoma did not exacerbate pulmonary
sarcoidosis, as evidenced by the normal chest CT scan and pulmonary evaluation. Another interesting aspect is
that the SLRs were only visible in the patient’s nevi, which displayed unusual dermoscopic appereance that could
be explained by the underlying granulomatous inflammation. This could mean that the occurrence of such
changes in nevi is independent of pulmonary sarcoidosis and corresponds to SLRs associated with combined
targeted therapy. Finally, report underscores the importance of comprehensive patient evaluation and
management in clinical practice, shedding light on potential dermatological complications in the era of targeted



therapy for advanced melanoma.
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Abstract N°: 6053

Bullous pemphigoid successfully treated with Dupilumab
Amanda Periquito*l, Graciela Galva Roaz, Daniela Martinezl, Curt Mafra Treul, Omar Lupi1

1Rio de Janeiro, Rio de Janeiro, Brazil, 2Dominican Republic, Dominican Republic
Introduction & Objectives:

Bullous pemphigoid (BP), a chronic autoimmune cutaneous blistering disorder affecting predominantly the
elderly, is characterized by skin tense bullae formation and pruritus symptoms. At present, the main treatment
options are corticosteroids and immunosuppressant drugs, with subsequent adverse events and safety issues.
Safer treatment modalities are therefore needed. Dupilumab is a biologic agent used to treat BP in recent years.
Here, we describe an elderly patient with recalcitrant BP successfully treated with Dupilumab.

Materials & Methods:
A comprehensive review of the literature was carried out for this case.
Results:

A 89-year-old woman was admitted with a 1-month history of severely itchy erythema, vesicles and blistering on
the trunk and extremities. Isolated tense blisters and erosions could be observed on the abdomen and bilateral
thighs with sparing of mucosal surfaces. The Nikolsky sign was negative. In addition, the patient had type 2
diabetes mellitus and hypothyroidism for over 20 years. The workup for underlying malignancy and rheumatologic
diseases with imaging and laboratory test results proved unremarkable. Skin biopsy demonstrated subepidermal
blister formation with eosinophilic infiltrate. Direct immunofluorescence revealed subepidermal separation with
continuous linear depositions of IgG and C3 along the basement membrane zone. The clinical picture in
combination with the histologic and immunologic findings confirmed the diagnosis of BP. She was started on
prednisone 80mg, after 2 flares during tapering of prednisone, we proceeded with Azathioprine 200mg, and
Tetracycline 500mg. Attempts to very slowly taper the prednisone doses resulted in disease flare-ups and severe
pruritus over three years. Given the patient’s severe disease status, her treatment was transitioned to a therapeutic
trial of Dupilumab, with an initial loading dose of 600mg subcutaneous injections followed by weekly 300mg. At
the 6-month follow-up, there was a complete resolution of bullae and pruritus after treatment with Dupilumab
alone.

Conclusion:

An increasing number of studies revealed that BP is a Th2-dominant disease with subsequent overexpression of
Th2-type cytokines such as IL-4, IL-5, and IL-13. Treatment often entails topical/systemic corticosteroids,
antibiotics, azathioprine, dapsone, methotrexate, and mycophenolate mofetil. These regimens carry significant
adverse effects, and careful consideration is warranted in elderly patients. Treatment of BP can be challenging,
especially in refractory cases. However, the role and efficacy of Dupilumab in the treatment of BP is not completely
clear yet. Dupilumab is a recently developed monoclonal antibody that blocks signaling of IL-4 and IL-13, both of
which are crucial cytokines in the T2 response. For this reason, the hypothesis that the reduction in disease activity
obtained in the cases reported so far may be related to the reduction in Th2-type responses induced by the
inhibition of IL-4 and IL-13 signal transduction induced by Dupilumab. Certainly, Dupilumab should not be
considered the first-choice treatment, but as a rescue therapy for selected patients with recalcitrant BP. While the
present case highlights the use of Dupilumab as a novel therapy in the treatment of BP, additional studies are



needed. The mild side effect profile of Dupilumab would make it an ideal option for treating the elderly and
patients with comorbidities.
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Abstract N°: 6122

Dupilumab-induced lichen planus in patient with atopic dermatitis: a case report

Marta Skorupska*l, Joanna Jarosz—Popekl, Natalia Zajacl, Matgorzata Ko’rosz, Elzbieta Szymaﬁskal, Irena
Waleckal

INational Medical Institute of the Ministry of Interior and Administration in Warsaw, Dermatology Department,

Warsaw, Poland, National Medical Institute of the Ministry of Interior and Administration in Warsaw,
Pathomorphology Department, Warsaw, Poland

Introduction & Objectives:

Biological treatment is currently a widely used therapy for patients with atopic dermatitis. Patients treated with
biologics experience a significant improvement in their quality of life and a reduction in the severity of symptoms.
Unfortunately, like any therapy, biological treatment also carries a risk of side effects. Recent observational studies
and meta-analyses have revealed a potential association between atopic dermatitis and autoimmune disorders
such as systematic lupus erythematosus, vitiligo, or alopecia areata.

Materials & Methods:

29-year-old patient with a history of severe atopic dermatitis diagnosed at the age of 2 years, who had been
treated with dupilumab for one year, presented to the clinic with an exacerbation of skin lesions.

The patient was treated with UVB phototherapy, oral cyclosporine A, and abrocitinib for many years as part of a
clinical trial, without satisfactory therapeutic results. In January 2023, the patient was qualified for treatment with
dupilumab at a dose of 300 mg every 2 weeks with good treatment tolerance and an 85% reduction in EASI after
16 weeks of treatment. The patient has asthma, multiple allergies, obesity, and depressive disorders.

In January 2024, the patient presented with an exacerbation of skin lesions. She denied any recent infection or
modification of her current medications. The skin lesions were accompanied by pruritus.

Results:

Our dermatological examination revealed flat-topped, shiny and violaceous papules and polygonal plaques on the
upper and lower limbs as well as on the trunk. The dermoscopic examination revealed barely seen white lines.
Moreover, white streaks and erythema were present on the labia majora, labia minora.

To confirm the diagnosis, we performed a biopsy from the wrist and the histopathological result revealed a skin
fragment with a microscopic picture consistent with lichen planus.

The treatment with dupilumab was temporarily suspended and potent topical glucocorticosteroids were
introduced. After one month of treatment, a significant improvement in skin lesions was observed, as well as in
lesions on the mucous membranes of the intimate areas and residual hyperpigmentary changes. It was decided to
try to reintroduce dupilumab with good treatment tolerance and without recurrence of lichen planus lesions.

Conclusion:

Lichen planus is a chronic, inflammatory dermatosis that can affect the skin, scalp, mucous membranes, and nails.
It can also be induced by certain medications, such as antimalarials, beta-blockers, and others. In recent years,
there have been various reports of an association between the use of biologics, such as TNF-alpha inhibitors, and



the development of lichen planus. Our case involves a patient who developed lichen planus after one year of
treatment with dupilumab. In the literature, there is one other case of a patient with lichen planus development
after 11 months of dupilumab therapy for atopic dermatitis. Although there is a risk of other autoimmune disease
development in patients with atopic dermatitis, it is also important to underline that in some cases treatment-
induced complications can involve other disease onset.
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Abstract N°: 6208
Adalimumab - a promising future in livedoid vasculopathy
Deepika Uikey*!, V Ramesh!

1ESIC Medical College and Hospital, Faridabad, India
Adalimumab - a promising future in livedoid vasculopathy
Introduction & Objectives:

Livedoid vasculopathy (LV) is a rare, chronic thrombo-embolic disorder that specifically targets the dermal blood
vessels. The initial symptoms include net-like livid discolouration, followed by painful ulcers in the lower limbs,
and ultimately stellate and porcelain-white scars called atrophie blanche. It is debilitating since the course of
disease shows spontaneous remissions and exacerbations . This causes a detrimental effect on the patient’s
overall well-being. The main goal of therapy is to reduce pain, ulceration and the risk of exacerbations. However,
its treatment is challenging with resistance to traditional therapy.

We highlight the importance of adalimumab as a treatment modality to speed the resolution of painful ulcers and
improve quality of life in these patients.

Objectives: To note the curative efficacy of adalimumab in livedoid vasculopathy for early resolution of ulcer and
longer remissions.

Materials & Methods:

3 adults with livedoid vasculopathy were enrolled in the study. Subjects received treatment with injection
adalimumab (40 mg), subcutaneously every 2 weeks for total 16 weeks. Photographs were taken before treatment
and on every follow up.

Results:

In all 3 subjects, accelerated healing of the ulcer was evident. Figures) After receiving three doses of adalimumab,
an average improvement of over 90% was observed. All patients successfully finished 8 doses of adalimumab and
experienced no recurrence in 2-month follow-up. All patients remained free from any adverse events during the
treatment.

Conclusion:

Our study found that adalimumab rapidly resolves chronic ulceration and associated pain in LV. As a result, the
disease life quality index (DLQI) is enhanced in these patients. Hence, we conclude that adalimumab is an
efficacious treatment option for refractory as well as in new cases of livedoid vasculopathy and can be considered
as first line agent in severe cases.
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Abstract N°: 6224

Laboratory safety of nemolizumab in prurigo nodularis: Results from two phase 3 trials and one open-label
extension study

Martin Metz*l, Shawn Kwatra? 3, Franz Legat4, Andrew E. Pink®, Curdin Conrad6, Gil Yosipovitch7, Laurent Miseryg,
Jacek C Szepietowski?, Maxwell Sauder'® 11, Xiaoxiao Chen!?, Zarif Jabbar-Lopez!3, Patricia Fleuranceau Morel'4,
Aliene Noda®®, Christophe Piketty!®, Sonja Standerl”

ICharité - Universitatsmedizin Berlin, Berlin, Germany, °University Of Maryland School Of Medicine, Department of
Dermatology, Baltimore, United States, 3University of Maryland School of Medicine, Maryland Itch Center,
Baltimore, United States, “Medical University of Graz, Department of Dermatology and Venereology, Graz, Austria,

5St John's Institute of Dermatology and St Thomas’ NHS Foundation Trust, London, United Kingdom,GLausanne
University Hospital and University of Lausanne, Lausanne, Department of Dermatology, Lausanne, Switzerland,

University Miami Miller School of Medicine, Miami Itch Center, Miami, United States,8University Hospital of Brest,
Brest, France, Wroclaw Medical University, Department of Dermatology, Venereology and Allergology, Wroctaw,
Poland, 10Probity Medical Research, Waterloo, Canada, 11Department of Medicine, University of Toronto, Division
of Dermatology, Toronto, Canada, 12Galderma Laboratories, Biometrics, Dallas, United States, 13Galderma SA, R&D
Medical Advisory, Zug, Switzerland, 14Galderma Laboratories, PV Risk Management, Dallas, United States,
15Galderma SA, Global Medical Affairs, Zug, Switzerland,lGGaIderma SA, Global R&D, Zug, Switzerland,

17University Hospital Minster, Center for Chronic Pruritus, Mlnster, Germany

Introduction & Objectives: Nemolizumab, an interleukin-31 receptor alpha antagonist, demonstrated efficacy
and safety in patients with prurigo nodularis (PN) in two phase 3 pivotal studies (OLYMPIA 1 [NCT04501666] of
24-week treatment period and OLYMPIA 2 [NCT04501679] of 16-week treatment period) and in an interim
analysis (up to 52 weeks) of an open-label long-term extension (LTE) study (OLYMPIA LTE [NCT04204616]). Here
we sought to further characterise the safety of nemolizumab by evaluating clinical laboratory findings from the
OLYMPIA 1 and OLYMPIA 2 phase 3 studies and interim analysis of the OLYMPIA LTE study.

Materials & Methods: Data were pooled from two pivotal studies in which adults with moderate-to-severe PN
were randomised (2:1) to receive nemolizumab (initial 60 mg subcutaneous dose, followed by 30 mg/60 mg
[depending upon the baseline weight: <90 kg/=90 kg] every 4 weeks) or matching placebo. Data from interim
results of the OLYMPIA LTE study (eligible patients with PN from phase 2 and phase 3 lead-in studies received
open-label nemolizumab 30 mg [<90 kg] or 60 mg [=90 kg] every 4 weeks) were also included. Laboratory data
of 556 patients from the pooled analysis and 508 patients from the OLYMPIA LTE study (median treatment
duration: 388.5 days) were analysed descriptively.

Results: Baseline laboratory values were similar between the treatment groups and there were no clinically
meaningful abnormalities in haematology and clinical chemistry over time. In the pooled pivotal analysis, the
mean worst post-baseline eosinophil count (x109/L) was within the normal range and there was no imbalance
between nemolizumab- and placebo-treated patients (0.284 [0.34] vs 0.234 [0.28], respectively). There was a slight
imbalance in the proportion of patients with a shift from normal to high (>upper limit of normal [ULN]) worst
post-baseline eosinophil count (29/370 [7.8%)] vs 10/186 [5.4%]). No patient experienced severe eosinophilia
(>5%109/L) in any of the studies. With respect to the mean and shift from normal to high worst post-baseline
eosinophil count, similar findings were observed in the OLYMPIA LTE study.

The average worst post-baseline creatine kinase (CK) values (U/L) between the nemolizumab- and placebo-



treated groups (146.2 [310.0] and 143.6 [226.6], respectively) were within the normal limits and no imbalance
between the treatment groups in the pooled pivotal analysis was observed. No imbalance in the proportion of
patients with an adverse event of increased blood CK was noted between the nemolizumab- and placebo-treated
patients (2/370 [0.5%] and 4/186 [2.2%], respectively) in the pooled pivotal analysis. Similar findings were
observed in the OLYMPIA LTE study in the mean and shift from normal to high worst post-baseline CK levels. The
adverse event of increased blood CK was reported in 12/508 (2.4%) patients in the OLMYPIA LTE study, which was
similar to the incidence reported in the placebo-treated patients in the pooled pivotal analysis. These events were
mild to moderate in severity and did not lead to study discontinuation. No clinically meaningful abnormalities in
other haematology and clinical chemistry parameters were observed in any of the studies.

Conclusion: There were no clinically significant changes in haematology and clinical chemistry parameters
attributed to nemolizumab in patients with PN. These findings support the use of nemolizumab in PN without
laboratory monitoring.
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Abstract N°: 6263

Effective Psoriasis Management with Ixekizumab in a Patient with Preexisting Hepatitis B and C

Alexandra-Maria AIexel, Bianca-Rodica Ivascul, Andreea Vasilel, Carmen Cureal

IColentina Clinical Hospital, IInd Department
Introduction & Objectives:

Psoriasis is a chronic immune-mediated polygenic skin disease with numerous environmental triggering factors
(e.g. medication, infections, trauma) that may elicit disease in predisposed individuals. It is acknowledged not
solely as a skin disease, but also as a systemic condition.

The introduction of biologics has significantly transformed psoriasis treatment, providing effective and well-
tolerated options. Various biologic agents, including Ixekizumab, target key points in immune cell signaling
pathways. Ixekizumab, a human monoclonal antibody, specifically inhibits interleukin 17A (IL-17A), a cytokine
prevalent in psoriatic lesions. This inhibition holds promise for normalizing downstream inflammatory markers and
achieving clinical resolution in psoriasis.

The predominant viral hepatitis infections stem from the hepatitis B virus (HBV) and hepatitis C virus (HCV), each
capable of advancing to liver cirrhosis and hepatocellular carcinoma. Psoriasis patients exhibit an increased
prevalence of hepatitis C, characterized by a male predilection, later onset of psoriasis (median age 54), with HCV
infection commonly preceding psoriasis onset. In contrast, the literature on the association between hepatitis B
and psoriasis yields inconsistent data.

Materials & Methods:

We report a case of a 57-year-old male presenting a six months history of widespread, sharply demarcated,
erythematous plaques covered in thick silver scales (PASI-53.9). The patient also reported joint involvement,
resulting in impaired mobility and intense pain in small joints (hands, feet) as well as knees and elbows. Notably,
the patient had no documented medical history or adherence to any prior treatments.

Blood tests, including a complete blood count, liver/kidney function tests, lipid profile, viral hepatitis, and HIV
markers, as well as inflammatory markers, were conducted. The results revealed HBsAg negativity, anti-HBs
positivity, anti-HBc positivity, and anti-HCV positivity, along with elevated GGT, TGO, TGP, and marked
inflammation. The patient was referred to the infectious disease department, where it was confirmed that the
patient had active hepatitis C (viral load: 1200x103 IU/ml) and a past resolved infection of hepatitis B.
Subsequently, the patient initiated antiviral therapy with glecaprevir/pibrentasvir, leading to undetectable viremia
after 3 months.

Top of Form
Bottom of Form

A skin biopsy was performed from a psoriatic plaque on the elbow and histopathologic examination confirmed
the diagnosis of vulgar psoriasis.

In this context, we have chosen to administer Ixekizumab (after 3 months of antiviral therapy) for the treatment
of both cutaneous and arthropathic psoriasis, following approval from infectious disease doctor.

Results:



Ixekizumab appears to have a favorable safety profile when utilized in patients positive for Anti-HCV and Anti-
HBs/Anti-HBc. In our case, after 6 months of treatment, there was no reactivation of hepatitis (with sustained
negative viral titers) or progression of hepatic disease. Additionally, employing this treatment resulted in the
complete resolution of skin lesions (PASI-0) and notable improvement in joint function.

Conclusion:

In conclusion, we present a case where psoriasis prompted the identification of active hepatitis C and resolved
HBV infection, subsequently leading to the successful treatment of both the hepatitis C virus infection and the
cutaneous and articular manifestations of psoriasis.
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Abstract N°: 6305

Nemolizumab elicits an early and rapid itch response in prurigo nodularis within 2 days: A post hoc
analysis of OLYMPIA 1&2 data

Sonja Sténder*l, Sarina EImariahz, Shawn Kwatra™ 4 Martin Metz, Andrew E. Pink6, Gil Yosipovitch7, Maxwell
Sauder® ?, Brian S. Kim!0, Chih-Ho Hong!!, Xiaoxiao Chen!?, Zarif Jabbar Lopez'3, Aliene Nodal4, Christophe
Pikettyl®

IMunster University Hospital, Center for Chronic Pruritus, Miinster, Germany, 2University of California San
Francisco, San Francisco, United States, 3University of Maryland School of Medicine, Department of Dermatology,
Baltimore, United States, “University of Maryland School of Medicine, Maryland Itch Center, Baltimore, United
States, >Charité - Universitatsmedizin Berlin, Institute of Allergology, Berlin, Germany,est John's Institute of
Dermatology, Guy’s and St Thomas’ NHS Foundation Trust, London, United Kingdom, ’Miller School of Medicine
at the University of Miami, Miami Itch Center, Miami, United States, 8Department of Medicine, University of
Toronto, Division of Dermatology, Toronto, Canada, 2Probity Medical Research, Waterloo, Canada, 1%lcahn School
of Medicine at Mount Sinai, New York, United States, UThe University of British Columbia, Vancouver, Canada,
12Galderma Laboratories, Biometrics, Dallas, United States, 13Galderma SA, R&D Medical Advisory, Zug,

Switzerland, 14Galderma SA, Global Medical Affairs, Zug, Switzerland,15Galderma SA, Global R&D, Zug,
Switzerland

Introduction & Objectives: Prurigo nodularis (PN) is a chronic, neuroimmune-mediated skin disease,
characterized by debilitating itch and multiple pruriginous lesions. Nemolizumab, an interleukin-31 receptor alpha
antagonist, demonstrated efficacy and a positive safety and tolerability profile in two large pivotal Phase 3 studies
(OLYMPIA 1 [NCT04501666] and OLYMPIA 2 [NCT04501679]) in patients with PN. Here we present post hoc
analysis data from early timepoints in these studies evaluating daily itch responses after initial nemolizumab
administration.

Materials & Methods: Data from the two pivotal Phase 3 studies were analyzed post hog 560 patients with
moderate-to-severe PN were randomized (2:1) to receive nemolizumab monotherapy (initial 60 mg subcutaneous
dose, followed by 30 mg or 60 mg, depending on baseline [BL] weight: <90 kg and =90 kg, respectively) every 4
weeks, or matching placebo. Mean daily itch scores using the Peak Pruritus Numerical Rating Scale (PP NRS; range
0-10) were recorded, with the BL value defined as the weekly average PP NRS score at BL.

Results: Mean daily itch scores rapidly decreased from BL in both OLYMPIA studies after first nemolizumab
administration compared with placebo. A significant mean change from BL was observed as early as Day 1 in
OLYMPIA 1 (-1.3 nemolizumab vs -0.6 placebo [P=0.002]) and OLYMPIA 2 (-1.2 nemolizumab vs -0.4 placebo
[P=0.001]). Nemolizumab mean daily itch scores continued to significantly (P<0.001) decrease through to Day 14
(-3.2 [both OLYMPIA 1&2]) compared with placebo (-0.9 [OLYMPIA 1]; -1.0 [OLYMPIA 2]). In both studies,
significant and clinically meaningful =4-point improvements in PP NRS score (itch response) were observed as
early as Day 2 (nemolizumab-treated patients: 14.2% [N=27/190] and 13.1% [N=24/183] vs placebo: 0.0%
[N=0/96] and 3.3% [N=3/91]; OLYMPIA 1&2, respectively; P<0.05 for both). By Day 7 in both OLYMPIA 1&2, the
proportion of patients achieving a clinically meaningful itch response was over 25% in the nemolizumab group
(26.3% [N=50/190] in OLYMPIA 1 and 25.7% [N=47/183] in OLYMPIA 2; P<0.001 for both), further increasing to
over half of patients after Week 4.

Conclusion: In this post hoc analysis from the OLYMPIA 1&2 studies, a rapid onset of nemolizumab action on itch



response was observed after the initial loading dose. The first significant separation between nemolizumab and
placebo was observed within 1 day after the initial dose, with over a quarter of patients achieving a significant and
clinically meaningful response within 1 week.
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Abstract N°: 6341

Rapid joint and skin responses were observed in patients with active psoriatic arthritis treated with
bimekizumab: A pooled analysis from two phase 3 studies

Costello Medical*, Frank Behrensl, Laura Coatesz, Peter Nash3, Alice B. Gottlieb®, Barbara Ink®, Rajan BajracharyaS,
Jason Coarse®, Joseph F. Merola’

1Goethe University, Division of Rheumatology, Immunology, Inflammation Medicine, University Hospital and
Fraunhofer Institute for Translational Medicine & Pharmacology ITMP, Fraunhofer Cluster of Excellence Immune-
Mediated Diseases CIMD, Frankfurt am Main, Germany, 2Oxford University Hospitals NHS Trust, Nuffield
Department of Orthopaedics, Rheumatology and Musculoskeletal Diseases, University of Oxford and Oxford
Biomedical Research Centre, Oxford, United Kingdom, 3Griffith University, School of Medicine, Brisbane, Australia,
4The Icahn School of Medicine at Mount Sinai, Department of Dermatology, New York, New York, United States,
5UCB Pharma, Slough, United Kingdom, 6ycB Pharma, Morrisville, North Carolina, United States,”’UT Southwestern
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Introduction & Objectives:

Bimekizumab (BKZ), a monoclonal IgG1 antibody that selectively inhibits IL-17F in addition to IL-17A, has shown
superior efficacy at 16 weeks vs placebo (PBO) and tolerability in patients with active PsA who were either biologic
disease-modifying antirheumatic drug (bDMARD)-naive or had prior inadequate response/intolerance to tumour
necrosis factor inhibitors (TNFi-IR).1,2 Achieving rapid treatment responses is an important predictor for long-
term disease control and improvements in quality of life.3,4

Here, speed of treatment response with BKZ in patients with PsA are reported, using joints, skin and composite
outcome data pooled from two trials.

Materials & Methods:

The BE OPTIMAL (NCT03895203; bDMARD-naive) and BE COMPLETE (NCT03896581; TNFi-IR) phase 3 trials
assessed BKZ 160 mg every 4 weeks (Q4W) in patients with active PsA. Both trials were double-blind, PBO-
controlled to Week 16. BE OPTIMAL included an adalimumab reference arm (data not reported here).

We present pooled study data to Week 16 for BKZ and PBO treatment arms, plus individual study Kaplan-Meier
analyses of American College of Rheumatology response criteria =50% improvement (ACR50). Non-responder
and multiple imputation (NRI, MI) were used for missing binary and continuous variables.

Results:

Of 1,112 patients randomised to BKZ or PBO, 1,074 (96.6%) completed Week 16 of BE OPTIMAL and BE
COMPLETE, including 1 patient not on randomised treatment. Baseline characteristics were generally similar
between treatment groups.

Kaplan-Meier analyses showed early separation between BKZ-treated and PBO patients achieving ACR50 for both
bDMARD-naive and TNFi-IR patients (Figure). In the pooled analysis, the proportion of patients achieving
improvements in the joints was numerically greater on BKZ vs PBO by Week 4 for ACR20 and ACR50 (both
nominal p<0.001) and for ACR70 (nominal p=0.001), and these improvements remained greater at each visit to
Week 16 (nominal p<0.001; Table). Similar results were observed for improvements in tender and swollen joint



count, and improvements in pain.

In patients with substantial skin psoriasis at baseline (=3% body surface area), a greater proportion of patients
achieved stringent thresholds of improvement in the Psoriasis Area and Severity Index (PASI) on BKZ vs PBO by
Week 4, including complete skin clearance (PASI100; nominal p<0.001; Figure). Achievement of PASI100
remained greater on BKZ vs PBO at each visit to Week 16 (nominal p<0.001). Similarly, the proportion of patients
achieving the minimal disease activity composite was greater on BKZ vs PBO by Week 4 and remained greater at
each visit to Week 16 (nominal p<0.001).

Conclusion:

Patients treated with BKZ achieved rapid treatment responses, with early differentiation from PBO, across joint,
skin and composite outcomes.

References:

1. Mclnnes IB. Lancet 2023;401:25-37; 2. Merola JF. Lancet 2023;401:38-48; 3. Schoels MM. Rheumatology
2018;57:969-76; 4. Henkemans SVJS. RMD Open 2022;8:¢002706.

Table. Pooled efficacy responses at each visit to Week 16

Week 4 Week 8 Week 12 Week 16
Endpoint, n (%) unless BEZ 160 g BKZ 160 mg BKZ 160 mg BKZ 160 mg
. e Qaw Q4w Q4w Qaw
n=0698 n=638 n=G698 n=698
46 (11.1 296 (424 65 (15. 399 (57.2 100 (24.2 406 (58.2 B8 (21.3 447 (64.0
ACR20 [NRI] (11.1) (42.4) (15.7) (57.2) (24.2) (58.2) (21.3) (64.0)
pe0.001* p<0.001* pe0.001° p<.001°
11 (2.7 119 {17.0 19 (4.6 218 (31.2 22 (5.3 256 (36, 37 (89 305 (43.7]
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p=0.001" p0.001° p=0.001" p=0.001"
1(0.2 42 (6.0] 3(0.7 104 (14.9 B(1.9 145 (20,8 13 (3.1 176 (25.2
ACR70 [NRI] (0.2) (6.0) 0.7 (14.9) (1.9) (20.8) (3.1 (25.2)
p=0.001" p<0.001' p=0.001 p=0.001"
6(2.6 00 (22.9 8(35 191 (48.6 8(3.5 229 (58.3 10 (4.4 254 (64.6]
PASI90°2 [NRI] (2.8) : (22.9) (3.5) ‘ (48.6) (3.5) : (58.3) (4.4) - (&4.68)
p=0.0017 p=0.001° p=0.0017 p=0.001°
TIC Cf6 [MI], mean -2.4(0.4) -6.2 (0.4) -3.4(0.5) -8.8(0.4) -34(0.5) -9.5 (0.4) -2.8(05)  -10.4(0.4)
(SE) p0.001° p=0.001° p=0.001° p=0.001°
SIC CfB [MI], mean -2.0(0.3) -4.5 (0.2) -2.7(0.3) -6.0(0.2) -3.0(0.3) —6.4 (0.3) -2.7 (0.4) -6.B (0.3)
(SE) p<0.001° p<0.001} p<0.001° p<0.001°
Pain VAS CfB" [MI], -36(1.0) -160(0%) -63(L1) -209(10) -7.3(L2) -224(L0) -58(LZ) -251(L1)
mean (SE) p<0.001° p<0.001 p<0.001° p<0.001°

Rendomised set. “Primary endpaint; “Secondary endpoint; “Nominal p velues reported for the pooled analysis; not multiplicity-adjusted and should not be
used as an Indication of statistical significance. [a] In patients with psoriasis affecting 23% body surface area at baseline; PBO n=228; BKZ n=393; [b] Pain
WAS assessed using Patient’s Assessment of Arthritis Pain. ACR20/50/70: = 20/50/70% improvement in American College of Rheumatology response criteria;
BKZ: bimekizumab; CfB: change from baseline; MI: multipke imputation; NRI: non-responder imputation; PASI90: =90 improvemnent in Psoriasis Area and
Severity Index; PBO: placebo; Q4W: every 4 weeks; 5E: standard error; 5IC: swollen joint count; TIC: tender joint count; VAS: visual analogue scale.



Figure. Rapid efficacy responses were observed for A) ACR50 in BE OPTIMAL and BE COMPLETE (QC),
B) PASI100 in the pooled analysis set (NRI), and C) MDA in the pooled analysis set (NRI)

A) ACR50 Kaplan-Meier Plots for BE OPTIMAL and BE COMPLETE
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Improvement in American College of Rheumatology response criteria; bDMARD: biclogic disease-modifying antirheumatic drug; CI:
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100°% improvement in Psoriasis Area and Severity Index; PBO: placebo; Q4W: every 4 weeks; TNF-IR: tumour necrosis factor
inhibitor inadequate response or intolerance.
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Abstract N°: 6405

Drug survival of secukinumab 2 weekly dosing in psoriasis patients weighing > 90kg: retrospective
observational study

Shahd EIaminl, Niamh McGuire*z, Donal O’kanel
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Introduction & Objectives:

Body mass index (BMI) can influence response to biologic treatment, with fewer obese patients achieving clear/
nearly clear skin than non-obese patients. In 2022, secukinumab was granted approval for 2-weekly (Q2W) dosing
in patients * 90 kg when clinical response was sub-optimal on standard monthly dosing. We published the first
real-world prospective observational study assessing efficacy of Q2W dosing. Of 12 patients with suboptimal
control (< PASI 90 response) on monthly dosing, 10 (83%) achieved PASI 90 response following 16 weeks of Q2W
dosingl. 15 months after completion of the study, we aim to assess the ongoing drug survival of secukinumab in
this cohort.

Materials & Methods:

The 10 patients that achieved a PASI 90 response with secukinumab Q2W dosing were re-identified. Data was
retrospectively collated from electronic medical notes. New data identified and collected included current
biological +/- conventional systemic therapy, any psoriasis flares and length of time to flare, Psoriasis Area
Severity Index (PASI) and adverse events. The data was collected via Microsoft Excel which was also used to carry
out numerical analysis.

Results:

Of the 10 total patients, 6 (60%) remained on secukinumab Q2W dosing at 15 months. Of these 6 patients, all
maintained > PASI 90 response compared to baseline (median absolute PASI 1.6) and 5/6 had a lower absolute
PASI compared to week 16 demonstrating ongoing improvement. Of the 4 patients who discontinued
secukinumab, 2 retained efficacy (mean PASI 1.6) but discontinued treatment for another reason (flare of psoriatic
arthritis and a new diagnosis of endometrial carcinoma deemed not treatment related). Loss of treatment
response was observed in only 2 patients (mean PASI 12, mean time to flare post up-titration 9 months). Three
patients were switched to a different biologic agent (ixekizumab (n=2) and risankizumab (n=1).

Conclusion:

In our real-world population, 10/12 patients * 90 kg with a suboptimal response on monthly secukinumab
achieved a PASI 90 response 16 weeks post Q2W up-dosing and 80% of these patients retained a PASI 90
response at > 1 year. This data highlights the benefits of secukinumab up-dosing as an alternative to switching
biologic medication in this subgroup. This in itself can reduce the number of biologics needed to control disease
and improve patient outcomes.

EADV Congress 2024, Amsterdam
25 SEPTEMBER - 28 SEPTEMBER 2024

POWERED BY M-ANAGE.COM
AV



E/N\ CONGRESS
DV

%2% AMSTERDAM 25-28 SEPTEMBER 2024

Abstract N°: 6449

Paradoxical eccematous reaction in a patient with Crohn’s disease resolved after switching to Upadacitinib
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Introduction & Objectives:

Paradoxical reactions can occur with the use of certain biologic drugs by triggering or exacerbating the underlying
pathology for which the drug is indicated. Biologics-induced immunophenotypic cross-switching have been
described in patients with psoriasis and atopic dermatitis and can also be seen in patients with inflammatory
bowel diseases (IBDs).

Materials & Methods:
Case report and literature review.
Results:

We present the case of a 34-year-old male, smoker, with a 15-year history of fistulizing and corticodependent
Crohn’s disease (CD) complicated by intestinal perforation who required ileocecal resection. His CD was initially
managed with corticosteroids and azathioprine and subsequently with adalimumab for ten years, with good
control of the disease until 2022, when a rutinary colonoscopy revealed an impassable stenosis of the surgical
anastomosis. In addition, the patient started with multiple scaly lesions, psoriasiform in appearance located mainly
on hands and thorax. Physical examination revealed also an intense erythema and desquamation on palms and
soles. A clinical diagnosis of paradoxical psoriasis due to adalimumab was made and, together with his
gastroenterologist, it was then decided to stop treatment with adalimumab and switch to ustekinumab.
Furthermore, a topical treatment with clobetasol cream and tacrolimus ointment was prescribed. Despite this, his
cutaneous lesions continued worsening and he developed clinical signs of intestinal subocclusion, leading to a
new intestinal resection.

At this point, a skin biopsy was performed with a diagnosis of eczematous dermatitis. Given the persistence of skin
lesions and the absence of control of his IBD with ustekinumab, a consensus was reached with the Digestive
Department to start upadacitinib at 45mg/day, with great improvement of the skin and digestive symptoms, which
allowed de-escalation of the dose to 15 mg/day.

Conclusion:

The underlying pathogenic mechanisms of paradoxical reactions in IBDs is still poorly understood and several
hypotheses have been proposed. Female sex, CD, personal or familial history of inflammatory skin diseases,
smoking, an increased body mass index, and treatment with adalimumab have been identified as independent
predictive factors for developing paradoxical reactions.



Regarding the paradoxical eczematous reactions caused by anti-TNF and ustekinumab, their mechanism remains
to be established. It is thought that it may be due to a cytokine imbalance by suppressing the Th17/Th1 axis, so
Th2 phenotype and the production of IL4 and IL13, among others, would be increased. Th2-related cytokines rely
on the JAK pathway to stimulate the production of more cytokines.

The small molecule and oral selective and reversible Janus kinase (JAK) inhibitor upadacitinib, has been approved
for the treatment of moderate to severe active CD in adult patients since April 2023 by EMA/FDA. Specifically, it
acts on JAK1 or JAK1/3 with functional selectivity on cytokine receptors that transmit signals through JAK2 pairs.

In conclusion, JAK inhibitors are less frequent to over inhibit a certain cytokine leading to immune dysregulation.
This confers them the potential for the treatment of paradoxical dermatoses in patients with IBD like ours.
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Abstract N°: 6535

Long-term drug survival of risankizumab in psoriasis: insights from a real-life multicenter study on hard-
to-treat areas.
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Introduction & Objectives:

Psoriasis is a chronic inflammatory condition affecting various areas of the body, including challenging sites such
as nails, palms/soles, scalp/face, and genitalia. These regions often pose treatment difficulties due to poor
responses to topical therapies and limited effectiveness of systemic treatments. The advent of monoclonal
antibodies (mAb), such as risankizumab, has significantly improved management, particularly in challenging areas.
The aim of the study was to evaluate long-term effectiveness of risankizumab in patients affected by psoriasis in
hard-to-treat areas.

Materials & Methods:

A multicentric retrospective real-life study was conducted to assess the drug survival at 12 and 36 months of 191
patients with psoriasis involving critical areas (nail, palmoplantar, scalp, genital regions) undergoing treatment
with risankizumab following the Italian Guidelines for the management of plaque psoriasis. The anti-IL-23 switch
was performed in patients who recorded a primary or secondary failure to topical or systemic drugs. The study was
performed in agreement with the principles established by the Declaration of Helsinki and informed consents
were obtained from all the patients. Categorical data were described by absolute frequency and percentages. End-
point of the survival analysis was represented by the need for therapy switch. The effectiveness of risankizumab in
maintaining drug survival was assessed at 12-month and 36-month using Kaplan-Meier curves and the log-rank
test was applied to evaluate the differences between curves. Univariate Cox regression was carried out for each
risk factor to estimate Hazard Ratio (HR) with 95% confidence interval (95% CI). Significance was fixed at 0.05 and
all analyzes were carried out with R version 3.4.1.

Results:

Drug survival at one year was 97.6% (95% CI: 95.3-100), instead, at three year it was 95% (95% CI: 91.4-98.8%).
Seven patients discontinued risankizumab. Reasons for discontinuation were: i) secondary ineffectiveness (3
patients) with a mean time to discontinuation of 13 months; ii) primary ineffectiveness (2 patients); adverse
events [occurrence of pancreatic carcinoma (1 patient) and development of an eczematiform eruption (1
patient)]. The log-rank test and Cox regression did not detect any differences in drug survival regarding BM],
gender, age, duration of disease, severity of the disease at baseline or previous exposure to biologics. The only



factor that showed a correlation with the risk of therapeutic switch was the presence of palmoplantar psoriasis, HR
4.72 (95% CI: 1.00-24.3, p=0.047) (Fig.1)

Conclusion:

The study highlights the prolonged efficacy of risankizumab in difficult-to-treat areas of psoriasis and emphasizes
the importance of personalized therapeutic approaches. Understanding the factors influencing treatment
outcomes in these complex regions can enhance patient care and long-term prognosis. Further research and
clinical trials are needed to refine treatment strategies for challenging areas of psoriasis.
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Fig.1: Kaplan Meyer curve of the drug survival of the population
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Abstract N°: 6567

Patientmanagement. Biosimilars as a replacement therapy for biologicals in psoriasis and hidradenitis
suppurativa.

Joanna Wegner*l, Karolin GroBl, Julia Hinkell, Berenice M. Langl, Caroline Mannl, Gregor Ojakl, Michael
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Introduction & Objectives:

Biosimilars are similar to the reference drug in terms of quality, biological activity, safety and efficacy. Once the
patent protection of a biological drug has expired, companies can launch the approved biosimilars on the market
after proof of efficacy for a disease.

Materials & Methods:

259 outpatients with psoriasis (94%) or hidradenitis suppurativa [HS] (6%) treated at the Department of
Dermatology of the University Medical Center Mainz were retrospectively examined with regard to disease
burden, side effects and/or symptoms during and after switching from an original biological to a biosimilar and, if
necessary, switching back to the original substance.

Results:

76.4% (198/259) of the patients had previously received the originator of adalimumab Humira® and 23.6%
(61/259) the originator of etanercept Enbrel®. 79.5% (206/259) of patients were switched to a biosimilar. 94.2%
(194/206) of this switched group presented again, with 78.9% (153/194) of the switched overall collective
continuing the biosimilar therapy until the end of the survey period. 21.1% (41/194) of patients were switched
back to the original substance or another medication, 19.3% (35/181) in psoriatic patients, 46.2% (6/13) in HS
patients. Worsening of efficacy (68.3%), progression of arthritis (68.3%) and increased skin symptoms (56.1%)
were the main reasons given for switching back, whereas fatigue, headaches, gastrointestinal complaints or pain
on injection were rarely cited.

Conclusion:

We were able to show that biosimilar therapy was successful in around 80% of the population studied. In the event
of an increase in symptoms or the occurrence of side effects, a switch back was necessary and mostly successful.
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Biologic Therapies for Cutaneous Immune-Related Adverse Events: A Systematic Review
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Introduction & Objectives: The rate of occurrence for cutaneous immune-related adverse events (cirAEs)
attributed to immune checkpoint inhibitors (ICIs) ranges from 30% to 60.1 The efficacy of biologic agents in
treating cirAEs and impact of these therapies on cancer treatment outcomes are not yet fully understood. This
systematic review aims to assess the role of biologic therapies in treating cirAEs in cancer patients on ICs.

Materials & Methods: Adhering to PRISMA guidelines, we conducted a search of PubMed/MEDLINE, EMBASE,
Web of Science, and Cochrane databases from their inception until September 1, 2023. The search utilized both
Medical Subject Headings terms and keywords such as ‘Cutaneous Immune-related Adverse Events,” ‘Immune
Checkpoint Inhibitors,” and ‘Biologic Therapy.” We only included peer-reviewed observational studies in English
that described cases of cirAEs treated with biologics.

Results: Thirty-two studies, discussing 109 patients with cirAEs, were eligible for inclusion. Immunobullous
eruptions were the most prevalent cirAE (46.8%), followed by eczematous reactions (17.4%). Pembrolizumab and
nivolumab, primarily administered for melanoma (37.5%, 33 out of 88 reported cases) and lung cancer (15.9%, 14
out of 88 reported cases), constituted the predominantly prescribed immunotherapies. Biologic medications, most
notably dupilumab (51.4%, 56 out of 109 cases) and rituximab (22%, 24 out of 109 cases), have shown
effectiveness in treating cirAEs with 92.7% of patients achieving clinical response (52.5% complete and 47.5%
partial response). Specifically, 41% (32 out of 79 reported and actively on-treatment cases) of patients continued
immunotherapy without interruption while managing cirAEs with biologics. In terms of cancer status, after the
completion of biologic therapy, 47% (27 out of 57 reported cases) of these patients remained in a state of
complete remission, partial remission, or disease-free from progression.

Conclusion: Our analysis demonstrated the robust efficacy of biologic medications in treating cirAEs during
immunotherapy. Moreover, the data suggests the relative safety of using of biologics to manage cirAEs in cancer
patients, although there is a significant proportion of cases with unreported cancer status. These results
underscore the dual advantages of biologic medications: effective treatment of cirAEs and seeming lack of
negative impact on cancer treatment or outcomes. Further studies with larger patient cohorts are necessary to
validate these findings and overcome the limitations posed by underreporting of cancer status during biologic
therapy.
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Abstract N°: 6731

Secukinumab Demonstrates Consistent Safety Profile in Patients With Psoriasis and Hidradenitis
Suppurativa: Updated Pooled Safety Analysis From Clinical Trials
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Introduction & Objectives:

Secukinumab, a fully human anti-interleukin (IL)-17A monoclonal antibody, is approved for multiple
immunological disorders, including moderate-to-severe plaque psoriasis (PsO), psoriatic arthritis (PsA), axial
spondyloarthritis (axSpA; including ankylosing spondylitis and non-radiographic axSpA) and hidradenitis
suppurativa (HS). Long-term safety of secukinumab was previously reported based on the pooled data from 47
clinical trials across approved indications of PsO, PsA and axSpA involving 27,765 patient-years (PYs) with a cut-off
on 25 June 2022.1 Here, we report the updated safety profile of secukinumab in adult patients with PsO and HS.

Materials & Methods:

The pooled safety analysis included 43 phase I/II/III/IV clinical trials (PsO: 41 and HS: 2 trials) with patients who
had received =1 dose of subcutaneous secukinumab (cut-off: December 2023). Adverse events (AEs) were
reported as exposure-adjusted incidence rates (EAIRs)/100 PYs. All AEs were coded using the Medical Dictionary
for Regulatory Activities (MedDRA,; version 26.1) with individual AEs presented in MedDRA Preferred Terms (PT).
The safety topics of interest for secukinumab (based upon reported treatment-emergent AEs) were assessed by
standardised grouping with the use of system organ class (SOC), high-level group terms (HLGTs), high-level terms
(HLTs) and Standardised MedDRA Queries (SMQs). Safety topics for which no MedDRA hierarchy or query existed
were assessed with specific groups of events in a customised query for the analysis (customised MedDRA Query
or CMQ).

Results:

A total of 13,842 patients (PsO [N=12,782] and HS [N=1060]) were included in the analysis. 16.6% and 85.0% of
PsO patients were exposed to 150-mg and 300-mg secukinumab (including both regimens of every 2 [SECQ2W]
and 4 weeks [SECQ4W]), respectively. All the patients with HS were exposed to 300-mg secukinumab (including
SECQ2W and SECQ4W regimens). The most frequently reported AEs were nasopharyngitis (EAIR [95% CI]: 22.23
[21.47, 23.01]) and upper respiratory tract infection (EAIR [95% CIJ: 6.11 [5.75, 6.49]) in patients with PsO. In the HS
subset, headache was the most frequent AE (EAIR [95% CI]: 19.71 [16.78, 23.00]) followed by nasopharyngitis
(EAIR [95% CIJ: 14.39 [11.95, 17.19]). The incidence of paradoxical skin reactions such as dyshidrotic eczema was
low in PsO (EAIR [95% CIJ: 0.42 [0.33, 0.52]) and HS (EAIR [95% CI]: 1.08 [0.52, 2.00]) subset. No cases of
pyoderma gangrenosum were identified in the PsO and HS subset. The incidence of serious and Candlida
infections was EAIR (95% CI): 1.52 (1.35, 1.71) and 2.93 (2.69, 3.19) in the PsO and EAIR (95% CI): 3.84 (2.67, 5.34)
and 5.65 (4.21, 7.43) in the HS subset. EAIRs/100 PYs for inflammatory bowel disease, malignancies, major adverse
cardiovascular events, and suicidal ideation/behaviour remained low across both indications. The EAIRs/100 PYs
for AEs of special interest are reported in Table 1.



Conclusion:

This pooled safety data analysis, based on 43 phase I/II/III/IV clinical trials, demonstrated that secukinumab is well
tolerated in patients with PsO and HS. Comparison of EAIR between PsO and HS should be cautiously interpreted
due to the differences in population size, doses and duration of exposure for the two indications.

Reference

1. Sun R, et al. Dermatol Ther (Heidelb). 2024;14(3):729-743.

Table 1, Summary of safety data from secukinumab in clinical trials {entire treatrment period)

PsO H5

Variables Any secukinumab Any secukinumab

h=12,732 N = 1060
Exposure {days), mean [SD) 543 9 (50896} 3193 [90.54)
Exposure [days), med jan (min—max) 365.0[1-2471) 364.0 {3-520)
Patient years 15,0327 5926.5
Death, n (%) 19 0,15} 2i0.19)

EAIR/100 PYs {95% C1)
Ay AE 224.00 (219.73,228.31) | 284.33{265.78, 303.83)
Ay serious AE | 7.35 (6.96, 7.76) | 917 (7.29, 11.38)
Most commaon AEs, EAIR (95% C1)

Masopharyngitis 22.23 (21.47, 23.01) 14.39 {11.85, 17.19)

Upper respiratory tract infections

6.11(5.75, 6.49)

6.28 [4.75, 8.16)

Headache 7.42 (7.02, 7.54] 19.71 [16.78, 23.00)
Arthralgia 5.77 (542, 6.13) 4.75 (3.4, 6.40)
Diarrhoea 458 (4.27, 4.91) 841 (6.60, 10.56)

AEs of special interest, EAIR [95% C1)
Serious infections and infestations’ 1.52 (1.35, 1.71)

3.84 (2.67, 5.34)

Oppartunistic infections? 018(0.12, 0.25) 0.32 (0.07, 0.95)
Tubercu|osis-related events® 0,04 (.02, 0.08] 032 10,07, 0,95)
Meutropenia® 086 (0.73, 1.00| .98 (0.45, 1.86)
IBD*

IBD 001 (0.00, 0.04) .11 (0.00, 0.60]

Crohn's disease 0.09 (0,05, 0.14) 0.11 {0.00, 0.60)

Ulcerative colitis 0.12 (0.0, 0.18] 0.11 (0.00, 0.60]
MACE® 0.40(0.31, 0.501 0.22 (0.03, 0.78)
Condida infections* 293269, 3.19) 565 [4.21, 7.43)
Injection-site reactions* L63 (145, 1.82) 2.19 (1.34, 3.39)

Suicidal ideation/behaviour®

Suicidal ideation 0.04 (0,02, 0.08) 0.22 10.03, 0.78)

Suicide attempt 0,03 (0,01, 0.07) (.11 (0,00, 0,601
Completed sukcide CL0L (0,00, (.04) -
Malignancy®* 0.84 (0,72, 0.98) 0.43 (0.12,1.11)
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Abstract N°: 6778

Reassessing Sunscreen Efficacy: A Review of its Role in Skin Cancer Prevention and Low- and Middle-
Income Countries

Tulsi Bhardwaj*l, Darshan Suryawanshil, Mohd Faizan Siddiquil, Roman Kalmatovl, Ainura Mitalipoval, Aliia

Bazieval

lnternational Medical Faculty, Osh State University, Kyrgyzstan
Introduction & Objectives:

Sunscreen application is widely recommended as a primary measure for skin protection against harmful UV
radiation. However, doubts regarding its efficacy in the general population have been raised by epidemiological
studies. Our study aims to evaluate the association between sunscreen use and the risk of skin cancer.

Materials & Methods:

A comprehensive search strategy was employed to identify relevant studies in major databases. Studies examining
the relationship between sunscreen use and skin cancer risk were included. Data extraction and analysis were
conducted following with Keywords like: “Skin Cancer”, “Sunscreen” “Ealry Prevention”, and “Skin
CancerAwareness” in research databases like: PUBMED, SCOPUS, MEDLINE, GOOGLE SCHOLAR.

Results:

Sunscreen application, along with protective clothing and seeking shade, is commonly employed as a preventive
strategy against skin cancer and photoaging caused by excessive sun exposure. UV radiation comprises two types
of rays: UVA and UVB, with distinct wavelengths and effects on the skin. While UVB primarily damages the DNA in
the outer layers of the skin, leading to sunburn, UVA penetrates deeper into the dermis, causing minor damage
such as tanning and wrinkles, as well as DNA mutations linked to cancer. Sunscreen formulations typically contain
UV filters categorized as mineral (physical) or organic (chemical) filters. Physical filters, such as titanium dioxide
(TiO2) and zinc oxide (Zn0O), create a physical barrier on the skin to reflect UV rays, blocking approximately 5% of
UV radiation while absorbing the remaining 95%.

Conclusion:

Despite the widespread recommendation for sunscreen use, particularly in low- and middle-income countries
(LMICs), limited awareness about skin cancer persists due to inadequate knowledge and information
dissemination in these regions. UV radiation is recognized as a significant environmental factor influencing human
health, with even short exposures leading to extensive genome damage, while chronic exposure results in a high
mutation burden in the skin.
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Abstract N°: 6820

Revealing patient characteristics and treatment outcomes in ultra-long biologic users for psoriasis.
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Introduction & Objectives:

Biologics are effective for psoriasis, but little is known regarding patients treated with one biologic for an “ultra-
long” duration. Therefore, the aim of this study was to explore the prevalence, patient and treatment
characteristics and treatment outcomes of “ultra-long users” of biologics for psoriasis.

Materials & Methods:

From the prospective, multicenter BloCAPTURE cohort, patients with psoriasis who received continuous treatment
with the same biologic for =10 years were included. Baseline characteristics of these “ultra-long users” were
determined and compared to the total BioCAPTURE population. Additionally, the frequency of concomitant
systemic treatment use and dose adjustments administered, the trajectory of Psoriasis Area and Severity Index
(PASI) scores, and drug survival rates beyond 10 years were analyzed.

Results:

In BioCAPTURE, 30.5% of the patients with the potential to reach a treatment episode of =10 years, actually
achieved this treatment duration. These patients were treated with ustekinumab, etanercept, adalimumab and
infliximab. The proportion of ultra-long users was highest for ustekinumab (37%). Ultra-long users had a longer
disease duration and were diagnosed more often with psoriatic arthritis compared to the total BioCAPTURE
population. A large percentage of ultra-long users (69.5%) had =1 comorbidities and 66% used no additional



systemic antipsoriatic therapy. Dose adjustments were often applied, varying from dose escalation (30%), to dose
reduction (41%), or both (14%); only 16% consistently used the standard dose. The median PASI course for ultra-
long users from month 6 onwards was continuously <3, with only a small proportion achieving complete clearance
of their psoriasis (3.9-13.7% at the various time points). Drug survival beyond 10 years showed that >60% of this
group was still treated with the same biologic after 15 years.

Conclusion:

Ultra-long use of the same biologic in patients with psoriasis was common in real-world practice, but varied
between biologics. The median PASI around 2.5 throughout the 10 years treatment indicates that this value was
an acceptable measure for patients and treating physicians. Remarkably, ultra-long use was reached also in
patients having multiple comorbidities (including PsA) and a variety of dose adjustments of the biologics was
applied. These results potentially assist in the decision-making regarding treatment choice, continuation and
modification of biologics for psoriasis.
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Abstract N°: 6823

Treatment with tildrakizumab of hidradenitis and Fournier’s gangrene triggered By multikinase inhibitors,
in a male patient with metastatic hepatocellular carcinoma
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Horcajada3, Alba Sanchez Orta*, Fatima Albizuri®, Ander Mayor Ibarguren®
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Introduction & Objectives:

Introduction & Objectives:

52 years old male patient with grade IV hepatocarcinoma and hepatitis B, treated with sorafenib. During the
treatment, he suffered several adverse events including total corporal alopecia areata, Hurley grade III, suppurative
hidradenitis and Fournier gangrene. Due to this last life-threatening adverse event (which appeared 10 months
after introducing this drug), sorafenib was switched for lenvatinib while apremilast was also initiated without
response in controlling cutaneous symptoms, so it was replaced by tildrakizumab 100 mg. During therapy with
this anti-IL23, corporal hair was fully recovered, and both, suppurative hidradenitis and Fournier gangrene, were
placed under control. Subsequently, tildrakizumab 100 mg was discontinued but a new Fournier gangrene
episode occurred 6 months later. Then, tildrakizumab 100 mg was restarted and levantinib was stopped 4 months
due to the progression of the liver disease. Afterwards, It was decided to initiate with 2 new drugs for liver disease
and after 6 months without hidradenitis suppurative lesions or Fournier gangrene episodes, tildrakizumab is
discontinued again. Currently, patient shows no signs or symptoms of hidradenitis suppurative lesions or Fournier
gangrene episodes and either psoriasis and liver disease are both stable.

Conclusion:

This poster highlights the importance of being aware of the side effects of new oncological therapies. The
sequential appearance of the 3 side effects and the fact that they disappeared after the discontinuation of the
therapy with pd1-p21 and multikinase inhibitors seem to indicate a causal relationship.
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Abstract N°: 6995

Interlukin-17 inhibitor in Congenital Erythrokeratodermia Cardiomyopathy Syndrome
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Introduction & Objectives:

Desmoplakin (DSP) is the most abundant desmosomal protein and mainly found in tissues exposed to mechanical
stress, such as the epidermis and heart. Erythrokeratodermia cardiomyopathy (EKC) syndrome is a rare congenital
disorder caused by DSP mutation, which is characterized by woolly hair, ichthyosis, generalized
erythrokeratodermia, failure to thrive, dental abnormalities, and dilated cardiomyopathy (OMIM 615821). It may
be fatal in early childhood without prompt intervention. Here we report a case of EKC patient carrying a new
mutation who responded well to interleukin- 17 inhibitor.

Materials & Methods:

We collected clinical photos and examination data of the children, as well as skin tissue specimens before and
after treatment and performed H&E and immunofluorescence staining.

Results:

A 13-year-old Asian girl was referred to our department because of generalized erythroderma. She has had
recurrent erythema, scales, and pustules since she was 1 year old, which improved after systemic administration of
corticosteroids, methotrexate, or acitretin. At the age of 12, she was diagnosed with dilated cardiomyopathy, heart
failure, and arrhythmias, and her heart function continued to deteriorate to the point where he needed to consider
a heart transplant. When she come to us, a complete blood count revealed mild leukocytosis and neutrophilia, CT
scan showed a marked enlargement of the cardiac silhouette. Skin histopathology showed parakeratosis and
epidermal hyperplasia. During hospitalization, generalized pustules relapsed with transient fever. Generalized
pustules psoriasis was diagnosed at first, and anti-interleukin-17 monoclonal antibody was administrated every
four weeks after the guardian’s consent. She was discharged with marked improvement in skin lesions. The
progressive development of woolly hairs during follow-up prompted us to search for alternative diagnoses. Whole
exome sequencing uncovered a heterozygous de novo DSP mutation c.1843G>C, which has never been reported
before. Based on genetic testing and clinical manifestations, we revised the diagnosis to EKC syndrome. Skin
lesions almost completely resolved after 10 months of treatment with no adverse events. Surprisingly, cardiac
function continued to improve, with ejection fraction increased from 25% to 45%. In addition, DSP expression in
epidermal was significantly upregulated compared with baseline.

Conclusion:

We reporte a new mutation in EKC syndrome. Our patient’s lesions and cardiac function were significantly
improved after treatment with interleukin-17 inhibitor. The partial recovery of DSP expression after interleukin-17
inhibitor indicated anti-inflammatory treatment may play a pivotal role in the recovery of skin barrier dysfunction
and cardiac function. This case also provides new treatment option for EKC patients.
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Abstract N°: 6998

One Step Forward, Two Steps Back: Case series of anti-TNF paradoxical reactions
Katerina Grafanaki*l, Stefani Stylianoul, Eleni Valyri - Valyrakil, Nikolitsa Dariotil, Alexandros Maniatis!
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Introduction & Objectives:

Anti-TNF agents represent a major breakthrough in the management of inflammatory diseases. Among the side
effects of these agents are the so-called paradoxical effects. They represent new onset or exacerbation of a
condition (symptom/disease), usually improved with TNF blockers. These paradoxical effects are mainly
psoriasiform skin reactions, uveitis and granulomatous diseases. Infrequent and probably underreported, herein
we report a case series of female patients undergoing anti-TNF treatment presenting with paradoxical reactions.

Materials & Methods:

Case 1: Pyoderma gangrenosum in a patient with seronegative rheumatoid arthritis under anti-TNF.
Case 2: Pustular psoriasis in a patient with psoriatic arthritis under anti-TNF treatment.

Case 3: Panniculitis due to adalimumab for psoriatic arthritis, in a patient treated with anti-TNF.
Results:

Case 1: Pyoderma gangrenosum in a female patient with seronegative rheumatoid arthritis, was treated with
Guzelkumab and topical therapies.

Case 2: Pustular psoriasis in a female patient with psoriatic arthritis was initially treated with acitretin and strong
potency topical corticosteroids. The biologic used upon regression of the lesions was Ixekizumab without further
complications.

Case 3: Panniculitis due to adalimumab for psoriatic arthritis in a female patient was handled with conticosteroids
and biologic switch to brodalumab.

Conclusion: The causal mechanism of occurrence is still a matter of debate, but may implicate an imbalance of
cytokines toward interferons, chemokines and probably IL-17. These reactions may raise differential diagnosis
problems. Symptoms resolve, most of the time, due to the discontinuation of the anti-TNF agent; but in some
cases, it is a biologic class switch effect that could lead to the withdrawal of anti-TNF agents and paradoxical
effects.
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Abstract N°: 7087
Clinical observation of ofatumumab for the treatment of pemphigus vulgaris: A single-center cohort study
Xiwen Zhang?, Wei LiL, Yiyi Wang!
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Introduction & Objectives:

The therapeutic strategy for the treatment of pemphigus vulgaris (PV) needs optimization because of the
deficiencies of glucocorticoid and rituximab. Ofatumumab, a fully human anti-CD20 monoclonal antibody
administered subcutaneously, may provide a convenient and safe option for PV treatment. This study aims to
evaluate the effectiveness of ofatumumab in patients with PV, while observing the severe adverse reactions.

Materials & Methods:

This is a cohort study. After strict screening and signing informed consent, eligible PV patients received
ofatumumab subcutaneous injection (20mg twice, 2 weeks apart), in addition to glucocorticoids tapering
dependent on the disease conditions. The control group were generated using propensity score matching (PSM)
in a 1:2 ratio from patients treated with glucocorticoids alone or combined with traditional immunosuppressants
with critical data. The primary end point was prednisone dosages tapering to 0.2mg/kg/d at month 6. Secondary
end points were pemphigus disease area index (PDAI) activity score and its change percentage at month 6.

Results:

Twenty-two patients received ofatumumab and PSM was performed based on gender, age, BM], severity, and
disease duration, and 44 matched patients were included in the control group. The PDAI activity scores at baseline
were 22.5+14 in the ofatumumab group and 22.3+14.1 in the control group (p=0.815). The initial prednisone
dosage was 41.4+16 mg/d in the ofatumumab group versus 36.8+16.3 mg/d in the control group. At month 6,
there were no significant difference in the proportion of patients achieving lesions clear-up (PDAI scored 0)
between two groups, while 10 of 22 (45.5%) patients in the ofatumumab group achieved the treating goal of
prednisone dosages lower than 0.2 mg/kg/d, versus 7 of 44 (15.9%) in the control group (p=0.010). The PDAI
change percentage was 92% in ofatumumab group and 84% in control group (p=0.247). Notably, at month 1, the
PDAI activity score declined more significantly in ofatumumab group (Figure 1). No serious adverse reaction was
observed in ofatumumab group.

Conclusion:

At month 6, there were significantly higher proportion of patients who received a maintaining dosage of
0.2mg/kg/d than the control group with similar treating outcomes between the two groups. The application of
ofatumumab (20mg twice, 2 weeks apart) may facilitate early recovery of lesions in patients with PV and rapid
reduction of prednisone dosages. Further studies are needed to evaluate its effectiveness in producing complete
remission and explore the regimen in patients with different clinical characteristics.
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JAK1 inhibitors: A promising option for patients with autoimmune skin diseases
Xi Wang?, Si Zhang*

IShenzhen University Health Science Center, Postgraduate School, Shenzhen, China,?Shenzhen Second People’s
Hospital, Department of Dermatology and Venereology, Shenzhen, China

Introduction & Objectives:

Introduction: Autoimmune skin diseases are refractory types of dermatology, such as pemphigoid, pemphigus,
lupus erythematosus and lichen planus. Patients with such disorders often require long-term oral glucocorticoids
therapy, which could be accompanied by poor response and complications. The Janus kinase (JAK)-signal
transducers and activators of transcription (STAT) signaling pathway is stimulated by cytokines and involved in
many important biological reactions, such as cell proliferation, differentiation, apoptosis, and immune regulation.
JAK1 inhibitors have been used in the treatment of a variety of inflammatory skin diseases, such as atopic
dermatitis and psoriatic arthritis. The development of autoimmune skin diseases also involves the JAK1 signaling
pathway.

Objective: To observe the efficacy and safety of the JAKL inhibitors in the treatment of autoimmune skin diseases.
Materials & Methods:

Seven Chinese patients were treated with the oral selective JAK-1 inhibitor (abrocitinib or upadacitinib), with a
good safety profile, for pemphigus(n=2), pemphigoid with psoriasis (n=1), systemic lupus erythematosus(n=2),
Behcet's disease (n=1), and lichen planus(n=1) respectively.

Results:

In patients with pemphigus, the lesions of the trunk and limbs were significantly improved after two weeks of
treatment, and the lesions of the head and mucosa were significantly improved after 4 weeks. In the pemphigoid
patient with psoriasis, the lesions of the trunk and limbs were significantly improved after one week of treatment,
and the facial lesions were significantly improved after three weeks. Mucocutaneous lesions and joint pain in
patients with systemic lupus erythematosus improved significantly after 2 weeks of treatment. The lesions in
patients with lichen planus improved significantly after 2 weeks of treatment. In the patient with Behcet's disease,
there was significant improvement in limb lesions after two weeks of treatment and in mucous lesions after four
weeks.

After 2 weeks of treatment, the lesions improved significantly in all cases. The patients did not report discomfort
during treatment, and no adverse effects were observed. Except for one pemphigus patient who developed
folliculitis, the other patients did not report discomfort during treatment and no adverse effects were observed.

Conclusion:

The JAKL inhibitors are promising potential therapeutic agents for autoimmune skin diseases, with the favorable
safety profiles.
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Abstract N°: 7165

Switching to an Adalimumab Biosilimar: Real-World Evidence from Saudi Arabia
Zaid Almustafa*l, Yasmeen AIwaheedl, Mashael Alamerl, Ahlam AIfarajl, Mustafa AIsaihatil, Eman Almoshawer!

1Qatif Central Hospital, Qatif Health Network, Eastern Health Cluster, Saudi Arabia, Dermatology Department,
Qatif, Saudi Arabia

Introduction & Objectives:

Biosimilars (BSMs) are becoming increasingly relevant in dermatology. The introduction of BSMs to medical care
has classically faced barriers and been met with apprehension. Many RCTs on BSMs have been published.
However, studies on the outcome of switching to monoclonal-antibody (Mab) - BSMs in Saudi Arabia (KSA) and
Arab countries are still completely lacking. In the latter half of 2022, the Saudi Ministry of Health (MOH) enforced
a mandatory switch of all patients (PTs) on adalimumab (ADA) originator (ORG) to a ADA-BSM (Code: GP2017).
ADA is approved by the Saudi FDA for moderate-severe plaque psoriasis (PSO) with/-out arthritis (PsA) and
hidradenitis suppurativa (HS).

Objectives:

® To describe the characteristics of the ADA PTs cohort in a dermatology department in KSA including those
who were switched to ADA-BSM.

® To report the reasons for discontinuation (D/C) after switching to ADA-BSM.
® To analyse the impact of mandatory switching to ADA-BSM on efficacy & drug survival.

Materials & Methods:

This is a retrospective, single-center study. Medical Records and ADA request records for the period between Jun
2022 and Aug 2023 were reviewed. 94 saudi PTs were either already on, or were started on ADA for approved
dermatological indications. Four PTs, were excluded, due to lack of documented response and loss of follow-up.
For the remaining 90 PTs, data on demographics, indication, prior treatments, level of primary response, reasons
for pausing or discontinuing ADA were collected until Oct 2023.

Results:

23% of PTs had HS, whereas 65% had PSO, with an additional 12% having PSO/PsA. The majority (90%) of
patients were bio-naive. The peak dermatological response across all skin conditions was clustered into 4
categories (complete clinical response 39 %, Minimal Disease Activity 34 %, Partial Response 26%, No Response
1%) with significantly more partial responders in the HS subgroup (43%, P<0.01). (Fig. 1) Until Oct 2023, 16 PTs
were taken off ADA, either temporarly (=3) or permanently (=13). All 16 PTs had PSO with 2 PTs also suffering
from PsA. No HS patients have been taken off ADA-BSM in this period. Reasons for D/C included loss of follow-
up, primary irresponsiveness, secondary loss of response (=3, all had partial peak response), temporary pause in
therapy excluding side effects, and unavailabilty (Fig. 2). 2 out 3 primary non-responders have lacked response
ADA-ORG before being switched to ADA-BSM. Out 5 PTs who lost follow-up, 4 had complete or almost complete
clinical response at their last visit. Adverse drug reactions leading to ADA D/C have not been detected in our
cohort.

Conclusion:



The overwhelming majority of PTs experienced continued response and drug survival after switching. Interestingly,
all 3 secondary non-responders (3.3%) had declining response to ADA-ORG prior to switching. Despite higher
rates of partial response, HS PTs receiving ADA were kept on ADA, largely due to lack of approvals for other
biologics in KSA during the study period. To our knowledge, this is first study to provides real-world evidence on
the outcome of switching to a Mab-BSM in an Arab country. In conclusion, our study suggests that switching to
ADA-BSM in Arab countries can safely and successfully with significant cost reduction for the public sector. Larger,
detailed studies are required to study the effects on regional and country levels.
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Figure 1: clustered-response rates to ADA for each diagnosis
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Figure 2: Reasons for D/C of ADA-BSM for PSO and PSO with PsA
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Abstract N°: 7216

A paradoxical psoriasis and pyoderma gangrenosum development after the treatment of ankylosing
spondylitis with Certolizumab

Aylin Oztiirk*L
10rtadogu Hospital, Dermatology, Ankara, Tiirkiye

Introduction & Objectives: A 52-year-old female patient admitted to our clinic with complaints of open
wounds in the left pretibial area . She also had circumscribed, psoriasiform lesions in various parts of the
body for 2 months. Areas with a mild plaque style and desquamation appearance with psoriasis were
detected also on the scalp. She stated that systemic and oral antibiotic treatment from various doctors for
the open wound area in pretibial area were prescribed before and topical antifungal creams were used.

Her clinical history included left nephrectomy ,ankylosing spondylitis and hypertension. There was a
history of using methotrexate and certalizumab treatments for ankylosing spodilitis. No bacterial
colonisation was detected in the wound microbial culture.

Materials & Methods: Skin biopsies were obtained from the patient’s complaint areas.

In biopsy taken from the margin of wound, inflammatory cells rich in PNLs were detected in the dermis.
No microorganism was detected in specific staining with PAS. The patology was reported as sterile dermal
abscess. This lesion was diagnosed as pyoderma gangrenosum.

During this period, the patient was prescribed 0.5 mg / kg methylprednisolone, topical steroid and
antibiotic combined creams for the wound area with the pre-diagnosis of pyoderma gangrenosum. Topical
steroids were added to the hair, hand-foot and other lesions. Topical antifungal therapy was stopped.

For the pyoderma gangrenosum lesion on the left pretibial region Intravenous immunoglobulin therapy
was planned. Intravenous immune globulin (IVIG) was administered for 2 months. The pyodermic area in
the patient’s lower knee area regressed. Since resolution occured and didn’t flare up again in the follow-
up IVIG and the systemic steroid was stopped.

However, during this period, the psoriasiform lesions on the hands, sides of the feet and scalp did not
regress. Skin biopsy taken from this area was reported as minimal mononuclear inflammatory cell
infiltration, superficial hyper-parakeratosis, spongiosis . This lesions were diagnosed as psoriasis with the
clinical and pathological clues.

The patient’s psoriasiform lesions were resistant to topical steroids. She had hypertensive condition. Her
lesions were refractory to the current methotrexate treatment. She had increased liver function tests in his
last examinations. She was switched from certalizumab pegol treatment to secukinumab treatment as a
biological treatment for psoriasiform lesions. **

Results: The exacerbation of the patient’s lesions stopped and improvement was achieved with treatment.

IVIG treatment in pyoderma gangrenosum is used as an effective treatment in cases where systemic
steroids and other immunosuppressant drugs are unresponsive or contraindicated.

Considering the possible development of paradoxical psoriasis after certolizumab pegol switching of
treatment agent with secukinumab was preffered for the patient. The possible reason of development of



psoriasis can be the reduction of TNFa during anti-TNF treatment and its decreased suppressive effect on
IFNy

Conclusion: It can be evaluated that the effective use of new generation of systemic therapies would be
beneficial in the treatment of multiple isochronous systemic diseases.
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Abstract N°: 7226

Pemphigus Vulgaris Treatment in Chronic Renal Failure Patient with Intravenous Imnmunoglobulin (IVIG).
Bercem Irem Doganl, Nazli Cafl, Goknur Ozaydin—Yavuzl, Ibrahim Halil Yavuzl, Zafer Turkoglu1

1Basaksehir Cam and Sakura City Hospital, Dermatology and Venereology, Istanbul, Ttirkiye
Introduction & Objectives:

A 60-year-old woman presented to our outpatient clinic with a complaint of widespread rash on the body.
Dermatological examination revealed generalized eroded bullae on the erythematous background. She was
diagnosed with end-stage chronic renal failure(CRF) due to infection secondary to recurrent nephrolithiasis,
hyperlipidemia and diabetes mellitus. She was receiving hemodialysis 3 days a week due to CRF. The patient has
been using Calcitriol, Escitalopram, Insulin glargine, Calcium carbonate and Atorvastatin.

In the anamnesis, it was reported that she had been followed up from an external center for 3 months and the
previous biopsy and DIF findings were compatible with pemphigus vulgaris. She was followed up with topical
corticosteroids but there was progression in the symptoms. The patient was hospitalized and a blood sample was
sent for an indirect immunofluorescent (IIF) test. During hospitalization, considering the patient’s known
comorbid diseases and on-going hemodialysis, 16 mg prednisone low dose oral and topical sodium fusidate 20
mg/day for the whole body were started. When the patient’s IIF result was positive at 1/200 and decreasing titers,
disease activation was evaluated as high. The regression of the patient’s complaints with low dosage prednisone
treatment was insufficient and high doses of long-term prednisone treatment could not be given in our patient.
For adjuvant treatment, mycophenolate mofetil or azathioprine was not evaluated as an option due to chronic
renal failure. In addition, rituximab was not considered in our patient due to a history of recurrent infections
leading to CRF and higher rates of opportunistic infections with rituximab. The patient was started on 2
gram/kg/day Intravenous Immunoglobulin (IVIG) treatment and the infusion divided into 10 days instead of 5
days.

Materials & Methods:

Results:

The patient’s complaints completely regressed with IVIG treatment and has been followed-up without any
symptoms.

Conclusion:

IVIG is preferred as a safe and effective treatment modality in patients with pemphigus vulgaris with multiple
comorbidities, end-stage chronic renal failure, and high risk of opportunistic infection. Since the high weight
molecules in IVIG therapy can affect renal functions, we believe that a slower and longer IVIG infusion may be a
protective strategic method in CRF and pemphigus vulgaris patients.
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Abstract N°: 7320
Optimization of Treatment for Plaque Psoriasis Patients with Secondary Loss of Response to Secukinumab
Zhilin Sun*l, Xin Guanl, Chunlei Zhang1

Ipeking University Third Hospital, Dermatology, Beijing, China
Optimization of Treatment for Plaque Psoriasis Patients with Secondary Loss of Response to Secukinumab
Introduction & Objectives:

Secukinumab is known for its efficacy and safety in treating moderate-to-severe plaque psoriasis. However, some
patients experience a secondary loss of response to the standard dosage (300 mg every 4 weeks), leading to
recurring rashes during stable treatment. The causes of this diminished response are unclear but may include
insufficient dosage or decreased drug sensitivity. Treatment optimization through off-label dose escalation, such
as shortening the dosing interval, could provide benefits, though there is limited empirical evidence.

This work focus on investigating the potential causes of secondary loss of response to secukinumab and evaluate
the efficacy and safety of shortening the dosing interval to 300 mg every 2 weeks in patients with a secondary loss
of response.

Materials & Methods:

1. We enroll 22 patients with moderate-to-severe plaque psoriasis who experienced a secondary loss of
response to secukinumab. As a control group, 66 patients who met treatment targets of secukinumab were
matched in a 1:3 ratio. We then collected possible factors related to the secondary loss of response, including

2. Triggering factors: Obesity, smoking, alcohol consumption, fatigue, infections, stress, etc.;
3. Disease characteristics: Special types of psoriasis, such as involvement of hard-to-treat areas (e.g., scalp,
palms, soles, nails, genitals), joint involvement, and seasonal patterns.

4. Treatment habits: Early intervention, irregular use of secukinumab, and previous treatment history.

All patients underwent at least 16 weeks of secukinumab treatment. A secondary loss of response was defined as a
relapse after achieving PASI 75 or BSA <3 and IGA 0/1, where the condition worsened (with a loss of PASI 75 or a
rise to BSA =3 and IGA =2). In contrast, those with current PASI <3 or IGA 0/1 were considered reaching the
treatment target.

1. The 22 patients with a secondary loss of response underwent 12 weeks of secukinumab treatment at 300 mg
every 2 weeks. Efficacy and safety outcomes were recorded and analyzed.

Results:

\1. Patients who experienced a secondary loss of response showed higher rates of extended dosing intervals
(40.1% vs. 6%,; p < 0.05), fatigue (27.3% vs. 12.1%; p < 0.05), and involvement of special areas (59.1% vs. 41%; p <
0.05), compared to the control group. The loss-of-response group also had higher BMI (27.5 vs. 26.3), but the
difference was not statistically significant.

\2. After 12 weeks, 19 of the 22 patients (86.4%) achieved PASI <3 with IGA 0/1, with 3 patients (13.6%) achieving
complete clearance of skin lesions. The average DLQI at 12 weeks was 2.6. Only one patient experienced a
generalized rash 4 weeks after shortening the dosing interval, leading to treatment discontinuation. No adverse



reactions were reported from other patients.
Conclusion:

Irregular use of secukinumab, particularly extending the dosing interval, along with fatigue, special area
involvement, and obesity, are potential causes of the secondary loss of response to secukinumab. Reducing the
dosing interval to 300 mg every 2 weeks demonstrates promising short-term efficacy and safety for patients
experiencing secondary loss of response. Clinicians may consider this approach before discontinuing secukinumab
or switching to other biologics when faced with similar cases in practice.
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Abstract N°: 7424

Lichen planus pemphigoides and dupilumab: efficacy and safety up to 28 weeks

Flavia Manzo Margiotta*l' 2, Alessandra Micheluccil 2, Giorgia Salvial, Giammarco Granieril, Valentina Dinil,

Marco Romanellil

1University of Pisa, Department of Dermatology, Italy,2Sant’Anna School of Advanced Studies, Health Science
Interdisciplinary Center, Pisa, Italy

Introduction & Objectives: Lichen planus pemphigoides (LPP) is a rare autoimmune disease characterized
by the presence of both lichen planus (LP) and bullae or blisters. The pathogenesis involves autoantibodies
against different epitopes of type XVII collagen, while diagnosis is based on the clinical examination and
immunopathological features. Treatment lacks standardization and corticosteroids, dapsone and acitretin
represent the most used first-line therapies . Off-label use of immunomodulators has been proposed for
refractory cases, with two LPP cases treated with dupilumab that have been reported in literature, yet
without any evidence of long-term responses.

Materials & Methods: A 54-year-old female presented to our department with a 3-year history of
violaceous plaques with polygonal configuration and bullae of the face, neck and upper arms associated
with severe itching and worsened by sun exposure. A biopsy performed at on the right ventral wrist
showed linear disposition pattern of IgG in the basement membrane zone, necrosis in basal keratinocytes
and dense lichenoid lymphocytic infiltrate, that led to a diagnosis of lichen pemphigoid. The patient, due
to her marked request of a non-steroidal systemic treatment, was initially treated with dapsone
100mg/day and then with methotrexate 15 mg/week and folic acid 5mg/week, with mild control of itch
but continuous onset of new cutaneous lesions.

Results: In consideration of the medical history and poor response to previous treatments, off-label
subcutaneous injections of dupilumab 300 mg (2 vials at time 0, then 1 vial every 2 weeks) were
introduced. Concomitant topical Clobetasol was prescribed and daily Sun Protection Factor (SPF) 50+ was
recommended. Baseline total IgE were elevated (1093 kU/L); at week (W) 0 the itch measured through the
Numerical Rating Scale (NRS) was 9/10 and the sleep itch was 8/10, which decreased at W4 to 6/10 (-33%)
and 8/10 (-11%), respectively. At W12 the itch decreased to 3/10 (-66%) and sleep itch was normalized to
0/10 (100% of improvement), with the same results maintained during the last visit performed at W28.
Quality of life measured through the Dermatology Life Quality Index (DLQI) moved from 24/30 at WO to
15/30 at W4 (-30%), 11/30 at W12 (-43%) and 8/30 at W28 (-53%). Moreover, a progressive improvement
of skin lesions in terms of new bullae was registered, with sporadic remaining plaques on the wrists and
legs. No side effects were reported during the observation period.

Conclusion: LPP is an autoimmune condition whose optimized therapy algorithm still needs to be
established. Dupilumab, binding the alpha subunit of the IL-4 receptor, results in downregulating the IL-4
and IL-13 cytokine pathways. LPP pathogenesis linked to auto-antibodies against BP180 NC16A would be
sustained by a dysregulation of type 2 inflammation, leading to a favorable response in the case of the
resulting Th2 inhibition. Long-term use of dupilumab has been validated in conditions clinically closed to
LPP such as bullous pemphigoid (BP) and LP, but the experience on LPP is limited to 15 weeks of
treatment. Our clinical evidence suggested that dupilumab would be an efficacy and safe strategy up to 28
weeks to treat recalcitrant cases of LPP, with further studies on this issue that will be necessary to
corroborate our preliminary findings.
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Abstract N°: 7479

Tumor necrosis factor-alpha inhibitor-associated psoriatic alopecia and palmoplantar pustulosis in a
patient with ulcerative colitis

Michaela Novakoval, Filip Rob!

1University Hospital Bulovka, Dermatovenerology Department, Second Faculty of Medicine, Charles University,
University Hospital Bulovka, Praha 8

Introduction & Objectives:

Tumor necrosis factor-alpha inhibitors (TNFis) are used to treat multiple inflammatory diseases including
inflammatory bowel disease, rheumatoid arthritis, and psoriasis, among others. This family of medications can
cause various side effects, some as common as injection-site reactions and others as rare as the paradoxical
induction of psoriasiform skin lesions. Paradoxical reactions can be defined as the appearance or exacerbation
during treatment with a biologic agent of a pathological condition that usually responds to this class of drug.
Paradoxical reactions in patients treated with TNFis have an estimated prevalence of 1.5% to 5%. Such reactions
usually present as psoriasiform eruptions on the trunk and extremities along with flexural and palmoplantar
involvement (palmoplantar pustulosis). When affecting the scalp, new-onset psoriasis induced by TNFi can result
in non-scarring or scarring alopecia. Although the paradoxical reaction was first reported in 2003, this TNFi-
associated psoriatic alopecia (TiAPA) has been recently reported with increasing frequency. Close surveillance of
patients treated with newly available biologic drugs is necessary to detect new and undescribed paradoxical
reactions.

Materials & Methods:
Case report

Results:

Case report
Conclusion:

We report a 29-year-old woman who developed TiAPA and palmoplantar pustulosis after 6 months of treatment
with infliximab for ulcerative colitis. Patient was switched out of class to ustekinumab after discontinuation of
infliximab. Treatment was escalated with the addition of UVB phototherapy and topical therapy
(calcipotriol/betamethasone dipropionate foam, emollient and keratolytic agent - urea). The patient’s TNFis-
induced skin lesions completely resolved within 6 months of initiating this treatment regimen.
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Abstract N°: 7489

Analysis of survival data of 225 patients treated with BRAF-MEK inhibitors as a function of dose reductions
during therapy

Kata Czirbesz!, Baranyai Fannil, Balatoni Timeal, Kispal Mihélyl, Kozéki Zsofit, Georgina Fréhlichl, Hunyadi Karenl,
Gabriella Liszkay®

INational Institute of Oncology, Dermatooncology, Budapest, Hungary

Introduction & Objectives: In 2015, 2 BRAF-MEK inhibitor combination therapies became available to delay
resistance and prolong overall survival compared to monotherapy. However, in clinical trials dose reductions were
used in 33% of patients due to side effects. Our objective was to assess the efficacy of BRAF-MEK inhibitor therapy
in 225 patients between 2015 and 2022 as a function of dose reductions applied

Materials & Methods: 172 patients received Dabrafenib-trametinib and 53 patients received Vemurafenib-
cobimetinib therapy at the Department of Dermato-Oncology of the National Institute of Oncology. Mutation
analysis was performed with the cobas® BRAF V600 test at the Department of Molecular Pathology of the
National Institute of Oncology, from primary tumours or metastases. Tumor control, therapeutic response was
evaluated according to RECIST version 1.1. Kaplan-Meier analysis was used for statistical analysis of progression-
free survival and overall survival significance was determined by log-rank test. Adverse events were classified
according to CTCAE 4.03 terminology. Dose modification was performed according to the protocol.

Results: During dabrafenib-trametinib therapy, 37 patients (21%) required dose reduction. >Gr 3 adverse events
were observed in 14.5% (n=25) of patients. Overall survival of dose-reduced patients showed significantly better
survival in the group of dabrafenib-trametinib therapy by Kaplan-Meier analysis p=0.0028 (13 months vs 48
months). PFS showed weak significance p=0.0270 (9 months vs 16 months) with better median survival of dose-
reduced patients.Dose reduction was used in addition to vemurafenib-cobimetinib in 19 patients (35.8%). When
comparing patients who received dose reduction with patients who received full-dose vemurafenib-cobimetinib
target therapy, no significant difference was found in overall survival ( 18 vs 29 ) P=0.3625 or progression-free
survival P=0.3148 (14 vs 10). >Gr3 adverse events were detected in 35% of 19 patients.

Conclusion: Based on our results, we found a positive association between adverse events and efficacy using
Kaplan-Meyer analysis in the group of patients receiving dabrafenib-trametinib therapy. Survival of dose-reduced
patients in subgroup analyses has not been investigated in the literature, and no data on this in trials of
registrational studies. Further analyses using multivariate statistical methods are needed to refine the results.
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Abstract N°: 7609

Is it a guideline or a rule? Comparing regional practices in atopic dermatitis & psoriasis management

Sarah Elyoussfil, Pirunthan Pathmarajahz, Nora Makary3, Lowri Edwardsl, Antoaneta Grunova?
1salford Royal, United Kingdom, 2Broomfield Hospital, Broomfield, United Kingdom, 3Queen Elizabeth Hospital,
United Kingdom

Is it a guideline or a rule? Comparing regional practices in atopic dermatitis & psoriasis management
Introduction & Objectives:

This multi-centre audit aims to determine key differences between biologic initiation in atopic dermatitis (AD) vs
psoriasis patients between two large regional centres.

Materials & Methods:

We looked at 50 patients from each centre, drawn evenly between psoriasis and AD, selected from clinics in
October 2023. We recorded demographics such as age and gender, history of prior conventional systemic
treatments and UV phototherapy pre-biologics initiation, cumulative duration on conventional systemic
medications before transitioning to biologic therapy, the last immunosuppressant preceding biologic introduction,
rationale for cessation, the choice of first biologic, duration between discontinuation of conventional systemic
therapy and initiation of first biologic, causes for any delays, EASI/PASI score when decision made to commence
biologic and most recent EASI/PASI score.

Results:

Within Centre A, a tertiary eczema clinic, AD patients were on conventional systemic medications for an average of
2 years and 2 months. The average time taken to commence the biologic after their last systemic medication was
2.4 months. The average EASI prior to biologic initiation was 20.9, reducing to 5.82 in recent scores. For Centre B, a
regional biologic clinic, AD patients were on conventional systemic medication for an average of 2 years and 6
months and time taken to commence the biologic after their last systemic medication was 3 months. The
corresponding EASI scores were 23.61 and 2.25, respectively.

For psoriasis patients in Centre A, a tertiary psoriasis clinic, the average pre-biologic systemic medication duration
was 4 years, with a 3 month interval from last conventional systemic to biologic initiation. Average PASI score was
14.3 prior to biologic initiation, reducing to 3.96 in recent scores. In Centre B, a regional biologic clinic, psoriasis
patients had an average systemic medication duration of 4 years and 6 months, with a 1.74 month interval before
biologic commencement. The respective PASI scores were 11.81 and 1.56.

Conclusion:

These findings underscore discernible variations in prescribing practices between two UK centres, whilst noting a
more conservative approach in AD patients’ biologic initiation. A lower threshold for commencing biologics in
psoriasis compared to AD was noted in both centres. In centre A patients with AD are on conventional systemics
for a shorter period of time prior to commencing a biologic. Reasons for this may be influenced by prescriber
confidence, the well-established history of biologics in psoriasis, National Institute for Health and Care Excellence
(NICE) guidelines specifying criteria for PASI scores in psoriasis (but not for eczema), and unique characteristics of
local patient populations.
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Abstract N°: 7918

Differentiating early responders, late responders, and nonresponders during real life dupilumab treatment
using a personalized biomarker approach

Ester Del Duca*l, Kelly Hawkinst 2, Eden Davidl, Neda Shokrianl 2, Juliana PuIsineIIil, Joel Correa Da Rosal, Yeriel
Estrada’l, Emma Guttman-Yassky'

Hcahn School of Medicine at Mount Sinai, Dermatology, New York, United States,zAIbert Einstein College of
Medicine, Bronx, United States

Introduction & Objectives:

Dupilumab, an anti-IL4R monoclonal antibody, is an effective treatment for atopic dermatitis (AD), but fewer than
50% of patients achieve complete/near complete clearance at 16 weeks, with variable response and durability.
Further, it is unclear which patients respond early versus later. In this real-world study, we sought to identify
biomarkers for early response, late response, no response, and response maintenance to dupilumab.

Materials & Methods:

67 moderate-to-severe AD patients treated with dupilumab (39 early responders, 11 late responders, 17
nonresponders) were evaluated at two follow-up visits (FU1, FU2; mean interval 8.9 months), with clinical scores
and serum samples collected at each visit, alongside serum from age/sex-matched healthy controls. Early
responders achieved an investigator global assessment (IGA) of 0/1 or a =2 point reduction from baseline at both
follow-ups; late responders met these criteria only at FU2; nonresponders did not meet responder criteria and/or
were dissatisfied with treatment/adverse events at both follow-ups. Serum was analyzed using OLINK high-
throughput proteomics; differentially expressed proteins (DEPs) were defined as fold-change (FCH) >1.3 and
P<0.05.

Results:

At baseline, no significant differences were observed in patient characteristics, clinical severity, or past medical
history.

At both follow-up visits (FU1 [47 (26 Up, 21 Down)] and FU2 [59 (39 up, 20 down)]) early responders had similar
protein expression profiles to healthy subjects. Late responders showed 45% improvement in proteomic
dysregulation from FU1 to FU2 [from 114 (101 Up, 13 Down)] to [42 (23 Up, 19 Down) vs NJ.

Late responders showed upregulation of many Thl (e.g., [FNy, CXCL9, CXCL10), Th2 (e.g., IL4, CCL7), Th17/22
(e.g., SI00A12), and T cell activation/migration/DC (e.g., CD40LG, XCL1, IL16) pathways (all P<0.05) in FUL, with
robust downregulation/normalization of these biomarkers at FU2.

The nonresponders showed a worsening of their blood proteome between FU1 [103 (93 Up, 10 Down)] and FU2
[229 (223 Up, 6 Down)] visits. Uniquely to nonresponders, key Th1 and other biomarkers (e.g. CXCL9, CXCL10,
0OX40) remained significantly upregulated vs. controls at both FU1 and FU2 (P<0.05). Spearman analysis revealed
strong and positive correlations between changes in clinical severity (i.e. EASI, IGA, BSA) between FU2 and FU1
and changes in blood biomarkers, including those belonging to T cells/dendritic-cells/NK cells (e.g., CD27, CD5,
CD83, IL7R, FASLG), and Th2 pathways (e.g., TSLP) (all R=0.35, P<0.05).

Conclusion:



Our study reveals distinct systemic biomarker profiles linked to the timing and maintenance of dupilumab
response in moderate-to-severe AD patients. Early responders show early normalization and stability in their
blood proteomic profile, while late responders exhibit continuous changes in Thl, Th2, and Th17/22 pathways.

Nonresponders have persistent upregulation of specific biomarkers, suggesting potential targets for refining
therapeutic strategies.
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Abstract N°: 7987

Durability of response to nemolizumab in patients with moderate-to-severe prurigo nodularis: Results
from a randomised placebo-controlled withdrawal Phase 3b study

Franz Legatl, Shawn Kwatra? 3, Elke Weisshaar?, Curdin Conrad®, Martin Metz6, Laurent Misery7, Thierry Passerong,
Adam Reich?, Melody Stonel?, Gil Yosipovitch!!, Aliene Nodal?, Xiaoxiao Chen!3, Zarif Jabbar-Lopez'#, Christophe
Pikettyl®, Sonja Standerl®

IMedical University of Graz, Department of Dermatology and Venereology, Graz, Austria,2University of Maryland
School of Medicine, Department of Dermatology, Baltimore, United States, 3University of Maryland School of
Medicine, Maryland Itch Center, Baltimore, United States, *University Hospital Heidelberg, Division of Occupational
Dermatology, Department of Dermatology, Heidelberg, Germany, *Lausanne University Hospital CHUV and
University of Lausanne, Department of Dermatology, Lausanne, Switzerland, ®Charité - Universitatsmedizin Berlin,
Institute of Allergology, Berlin, Germany, "Morvan Hospital, University Hospital of Brest, Department of
Dermatology, Brest, France, 8CHU de Nice - Hopital Archet 2, Département de Dermatologie , Nice, France,
9University of Rzeszéw, Department of Dermatology, Rzeszdéw, PoIand,lOMediSearch Clinical Trials, Saint Joseph,
United States, 1IMiller School of Medicine Department of Medical Education, Miami, United States,12Galderma
SA, Global Medical Affairs Nemo, Zug, Switzerland, 13Galderma Laboratories, Biometrics, Dallas, United States,
14Galderma SA, R&D Medical Advisory, Zug, Switzerland,1>Galderma SA, Global R&D, Zug, Switzerland,

16yniversity Hospital Miinster , Center for Chronic Pruritus and Department of dermatology, Minster, Germany
Introduction & Objectives:

Nemolizumab, a first-in-class interleukin-31 receptor alpha antagonist, demonstrated clinically meaningful and
statistically significant improvements in itch and skin nodules in adults with moderate-to-severe prurigo nodularis
(PN) in two phase 3 pivotal studies (OLYMPIA 1: NCT04501666 and OLYMPIA 2: NCT04501679 of 24- and 16-
week treatment periods, respectively) and in an interim analysis (up to 52 weeks) of an open-label long-term
extension (LTE) study (OLYMPIA LTE: NCT04204616). Here we report results from a phase 3b study (OLYMPIA
DURABILITY: NCT05052983), which aimed to assess the long-term durability of response over a 24-week period
following withdrawal of nemolizumab in patients with PN who had previously responded to 52-week open label
treatment in the LTE study.

Materials & Methods:

A phase 3b multicentre, randomised, double-blind, placebo-controlled, parallel-group, withdrawal study was
conducted** in adults with PN who participated in the OLYMPIA LTE study with uninterrupted dosing for 3 months
before the Week (W) 52 visit and achieved a clinical response (i.e., Investigator’s Global Assessment [IGA] score of
0/1 [clear/almost clear] and =4-point improvement in weekly average Peak Pruritus Numerical Rating Scale [PP
NRS] score from baseline of the lead-in study) at W52. In OLYMPIA DURABILITY, patients were randomised 1:1 to
either continue the same dosing regimen received in the LTE study (i.e., nemolizumab 30 mg/60 mg [depending
on baseline weight </=90 kg] administered every 4 weeks [Q4W]) or to placebo Q4W (withdrawal arm). If a
patient met either criterion for relapse (defined as =4 points increase in PP NRS score and/or =2 points increase
in IGA score from baseline) at any point during the treatment period, the patient had to exit the study and could
re-enter the LTE study. Patients who completed the study through Week 24 were eligible to re-enrol in the LTE
study. The primary endpoint was time from baseline to relapse.



Results:

Of 34 patients, 18 continued nemolizumab (mean [SD] age: 59.9 [14.1] years; mean [SD] body weight: 80.3 [15.0]
kg; female: 77.8%) and 16 were withdrawn from nemolizumab and received placebo (mean [SD] age: 59.1 [13.4]
years; mean [SD] body weight: 77.0 [16.0] kg; female: 81.3%). The nemolizumab arm had significantly less
protocol-defined relapse vs the withdrawal arm, i.e. (3/18 [16.7%)] vs 12/16 [75.0%]; hazard ratio [95% CI]: 0.125
[0.034-0.462]). The median (95% CI) time to relapse in patients after a clinical response at W52 was 112.5 (84.0-
161.0) days for patients in the withdrawal arm, while for patients in the nemolizumab arm the median time to
relapse was undetermined due to low relapse rate until Week 24.

Treatment-emergent adverse events (TEAEs) were reported in 12/18 (66.7%) and 10/16 (62.5%) of patients in the
nemolizumab and withdrawal arms, respectively, of which most were mild-to-moderate in severity. Serious TEAEs
were reported in 2/18 (11.1%) patients in the nemolizumab arm and in none in the placebo arm. None of serious
TEAEs were assessed as related to study drug. Neutralizing antidrug antibodies were not detected in any of the
arms at W24.

Conclusion:

Clinical responders to nemolizumab at week 52 had significantly lower relapse rates when continuing on
nemolizumab than those withdrawn. These findings support the continued use of nemolizumab beyond 52 weeks
of treatment among patients who are clinical responders.
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Abstract N°: 8009

Efficacy and safety of ESK-001, a highly selective oral TYK2 inhibitor, in moderate-to-severe plaque
psoriasis: Phase 2 results through week 28
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Vlahakis3, Kim A. Papp®
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Introduction & Objectives: ESK-001 is an oral, highly selective allosteric TYK2 inhibitor being developed for
patients with moderate-to-severe plaque psoriasis. The Phase 2 ESK-001 program consists of a completed
randomized, placebo-controlled, dose-ranging study (STRIDE, NCT05600036) and an ongoing open-label
extension study (OLE, NCT05739435) in patients completing STRIDE. Herein, efficacy and safety results of ESK-001
through Week 28 in the OLE are reported.

Materials & Methods: STRIDE was a randomized, double-blinded, placebo-controlled, 12-week study in patients
with moderate-to-severe psoriasis, evaluating five ESK-001 dose groups, from 10 mg QD to 40 mg BID compared
to placebo. The OLE study is ongoing and evaluating long-term safety and efficacy in patients from all dose
groups completing STRIDE, with patients allocated 1:1 to receive long term ESK-001 40 mg QD or 40 mg BID. The
primary endpoint was safety and efficacy endpoints included PASI 75/90/100 and sPGA 0/1. All clinical data
through Week 28 were analyzed, with response rates reported using as observed (AO) and modified non-
responder imputation (mNRI) methods.

Results: The primary and key secondary endpoints in STRIDE were met (p<0.0001) at Week 12 for the top dose
levels with clear dose-dependent effects. Clinical efficacy was mirrored by decreased expression of pathogenic
cytokines within lesions, including IL-23 and IL-17A, which returned to non-lesional levels at Week 12. In the OLE,
efficacy increased substantially in a dose-dependent manner through Week 28 (Table). In the 40 mg BID group,
83% (MNRI)/93% (AO) of patients achieved PASI 75 and 63% (mNRI)/72% (AQ) achieved PASI 90. sPGA 0/1
responses increased from 59% at Week 12 to 68% (mNRI)/76% (AO) at Week 28 in the 40 mg BID group. Median
% changes in PASI from baseline to Week 28 were 95% (40 mg BID) and 89% (40 mg QD). Patients within each
OLE dose arm achieved similar levels of efficacy by Week 28 regardless of their initial dose in STRIDE including
placebo. ESK-001 was generally safe and well-tolerated in STRIDE, with a similar safety profile in the OLE. TEAE
frequency and severity were similar across study arms, with the majority being mild-to-moderate and self-limited.
No deaths, treatment-related AEs associated with classic JAK inhibitor labeling, or clinically significant laboratory
or ECG trends were observed. In both STRIDE and the ongoing OLE, the most common TEAEs were URTIs,
nasopharyngitis, and headache.

Table: Increased Efficacy Responses with Longer Exposure to ESK-001



40 mg

4 D
BID 0mg Q

STRIDE OLE

Week 12 Week 28

NRI AO

(N=39) (N=71)
PASI 75 (%) 64 93
PASI 90 (%) 39 72
PASI 100 (%) 15 35
sPGA 0/1 (%) 59 76

Conclusion: In STRIDE and OLE, Phase 2 studies in patients with moderate-to-severe plaque psoriasis, the oral
selective TYK2 inhibitor ESK-001 demonstrated clear dose-dependent efficacy. At the highest dose, 40 mg BID,
maximal clinical responses were safely achieved at Week 28. Indirect comparisons of historical data suggest that
ESK-001 has the potential for best-in-class efficacy, with efficacy in the range reported for many biologic therapies
for psoriasis.
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Abstract N°: 8055

Efficacy and safety of the oral interleukin-1 receptor-associated kinase 4 (IRAK4) inhibitor zabedosertib in
adult patients with moderate-to-severe atopic dermatitis - Results of the phase 2a DAMASK study
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Introduction & Objectives:

Interleukin-1 receptor-associated kinase 4 (IRAK4) is a key mediator of interleukin-1 receptor and toll-like
receptor signaling. Its inhibition has potential for a broad anti-inflammatory effect and represented an attractive
target in atopic dermatitis (AD). Here we report the results of a Phase 2a proof-of-concept study with the oral
IRAK4 inhibitor zabedosertib (BAY1834845) in adult patients with moderate-to-severe AD

(DAMASK: NCT05656911).

Materials & Methods:

The DAMASK study was a double-blind, placebo-controlled, parallel-group study conducted at 22 sites in seven
countries in Europe and the US. Adults with moderate-to-severe AD who were inadequately controlled by topical
corticosteroids (TCS) or for whom TCS were medically not advisable received zabedosertib 120 mg twice daily or
placebo for 12 weeks with a daily background use of emollients. Primary endpoint was the Eczema Area and
Severity Index (EASI)-75 response at week 12. Main secondary endpoints included the validated Investigator
Global Assessment scale (VIGA-AD) response at week 12 (VIGA-AD 0 or 1 with at least a 2-grade reduction from
baseline), change from baseline in body surface area (BSA) affected by AD, response in the Peak Pruritus
Numerical Rating Scale (NRS; achievement of a =4-point-improvement in the weekly average of the Peak Pruritus
NRS 0-10 score from baseline), as well as safety and tolerability of zabedosertib.

Results:

A total of 77 patients were randomised and treated in a 2:1 ratio (verum vs placebo) Efficacy: the proportion of
EASI-75 responders at week 12 in the zabedosertib arm was not statistically different from placebo (32.3% vs
37.4%). No statistically significant differences for vVIGA-AD response (15.9% vs 28.5%), change from baseline in
BSA affected by AD (—13.3% vs —20.3%), or Peak Pruritus NRS response (16.4% vs 25.0%) between the
zabedosertib arm and placebo were observed. Biomarkers: blood-based disease biomarkers, such as thymic
stromal lymphopoietin and chemokine (C-C) ligand 17, as well as gene expression analysis from skin biopsies did
not signal a therapeutic effect by zabedosertib. Safety: treatment-emergent adverse events (TEAEs) were reported
in 44.2% vs 28.0% of study participants in the zabedosertib and placebo arms, respectively, with nasopharyngitis



being the only TEAE occurring in more than 5% of participants. There were no relevant differences between
zabedosertib and placebo regarding the percentage of participants with TEAEs related to study intervention,
adverse event (AE) intensity, or AEs leading to discontinuation of study drug. No serious AE, severe AE, or death
was reported, and there were no clinically relevant findings for laboratory investigations, vital signs and
electrocardiogram parameters.

Conclusion:

In this Phase 2a study, zabedosertib, a development candidate targeting IRAK4 in AD, was well tolerated with no
safety concerns, but no treatment effect across the efficacy endpoints was observed and no significant differences
in biomarkers were detected. These results contrast with the clear pharmacodynamic effect of zabedosertib in a
recent proof-of-mechanism study (1) and suggest that inhibition of IRAK4 is not a promising approach for the
treatment of AD. Other immune-mediated diseases with different molecular involvement of IRAK4, including other
inflammatory skin diseases, may still be targeted successfully with zabedosertib.
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